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chain bonds : 

2-12 7-13 10-14 18-20 19-21 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 14-15 14-19 
15-16 16-17 17-18 18-19 
exact/norm bonds : 

1-2 1-6 2-3 2-12 3-4 4-5 5-6 7-8 7-12 7-13 8-9 9-10 10-11 11-12 

exact bonds : 

10-14 18-20 19-21 

normalized bonds : 

14-15 14-19 15-16 16-17 17-18 18-19 
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Structure attributes must be viewed using STN Express query preparation. 
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SAMPLE SEARCH INITIATED 10:11:25 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 12 8 TO ITERATE 



100.0% PROCESSED 128 ITERATIONS 

SEARCH TIME: 00.00.01 



12 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE * * 
BATCH ** COMPLETE** 

1882 TO 3238 
33 TO 447 
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=> s 11 sss full 

FULL SEARCH INITIATED 10:11:31 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2760 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



2760 ITERATIONS 



241 ANSWERS 
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=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
172 .10 



TOTAL 
SESSION 
172 .31 



FULL ESTIMATED COST 



FILE 'CAPLUS' ENTERED AT 10:11:36 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
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COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 9 Feb 2007 VOL 146 ISS 8 
FILE LAST UPDATED: 8 Feb 2007 (20070208/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http: //www. cas .org/ infopolicy.html 
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ACCESSION NUMBER : 
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INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:823689 CAPLUS 
143:329869 

Preparation of phthalazinone derivatives as PDE4 
inhibitors 

Hatzelmann, Armin; Barsig, Johannes; Marx, Degenhard; 

Kley, Hans-Peter; Christiaano, Johannes A. M. ; Menge, 

wiro M. P. B. ; Sterk. Geert Jan 

Altana Pharma A. -a., Germany 

PCT Int. Appl. , 57 pp. 

CO DEN : PIXXD2 

Patent 

English 



PATENT NO. 






KIND 
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APPLICATION NO. 
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MARPAT 143:229869 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title coinpds. I IR1 and R2 are both H or together from an addnl . bond; R3 
m (un) substituted phenyl; R4 - OH, alkoxy, NHR5, etc.; RS » OH, alkoxy or 
alkoxyalkyl; n - 0, 2, 3, or 4] and their pharmaceutical^ acceptable 
salts, are prepared and disclosed as PDE4 inhibitors. Thus, e.g., II was 
prepared by coupling of 

(4aS, 8aR) -4- (3,4 -dimethoxy -phenyl J -2-piperidin-4-yl - 

4a,5,8,Ba-tetrahydro-2H-phthalazin-l-one hydrochloride (preparation 

given) with 

succinic anhydride. The inhibitory activity of I waB evaluated using two 
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different methods utilizing cAMP and it was revealed that compda. of the 
invention displayed -logIC50 values in the range of 8.4 up to 10.4 mol/L. 
I as inhibitor of PDE4 should prove useful in the treatment of airway 
disorders. Pharmaceutical corapne. comprising I are disclosed. 

IT 862463-47-3P 

RL : PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of phthalazinone derm, as PDE4 inhibitors) 

RN 862462-47-3 CAPLUS 

CN l-Piperidinebutanoic acid, 

4- [ (4aS, BaR) -4- (3, 4-dimethoxyphenyl) -4a, 5, a.Ba- 

tetrahydro-l-oxo-3(lH) -phthalazinylj -y-oxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



a 




IT 862463-48-4P 862462-50-8P 862462-51-9P 
862462-53-1P B62462-54-2P 862462-55-3P 
862462-56-4P B62462-S7-5P 862462-58 6P 
862462-59-7P 862462-60-0P 862462-61 IP 
862462-62-2P 862462-63-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of phthalazinone derivs. as PDE4 inhibitors) 
RN 862462-48-4 CAPLUS 

CN Morpholine, 4- [4- [4 - [ (4aS, 8aR) -4- (3 , 4 -dimethoxyphenyl ) -4a, 5, 8, 8a- 

tetrahydro-l-oxo-2(lH) -phthalazinylj -l-piperidinyl) -1, 4-dioxobutyl) - 

(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 
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CMF C4 H4 04 



(Continued) 




862462-50-8 CAPLUS 

Piperazine, 1- [4- [4- [(4aS,8aR) -4- (3, 4 -dimethoxyphenyl) -4a. 5. 8.8a- 
tetrahydro-l-oxo-2(lH) -phthalazinylj -1-piperidinyll -1, 4-dioxobutyl! -4- 
methyl-. (2E) -2-butenedioate (9CI) (CA INDEX NAME) 



CRN 862462-49-5 
CMF C30 H41 N5 05 



Absolute stereochemistry. 




Double bond geometry as shown. 
^-^ E ^.C0 2 H 



H0 2 C 



RN 662462-51-9 CAPLUS 

CN 1-Piperidinebutanamide, 4- { (4aS,8aR) -4- (3, 4 -dimethoxyphenyl) -4a, 5. 8,8a- 
tetrahydro- l-oxo-2 (1H) -phthalazinylj -y-oxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




862462-53-1 CAPLUS 

Piperazine, 1- [4- {4- [ (4aS,8aR) -4 - (3 . 4-dimethoxyphenyl) -4a, 5, 8, 8a- 
tetrahydro-l-oxo-2 (1H) -phthalazinylj - l-piperidinyl J - 1, 4 -dioxobutyl) -4- [2- 
(2-oxo-l-pyrrolidinyl)ethylJ -. (2E) -2-butenedioate (SCI) (CA INDEX NAME) 



CRN 862462-52-0 
CMF C35 H48 N6 OS 



Absolute stereochemistry. 



CRN 110-17-8 

Habte 



02/09/2007 



10/523,111 Page 6 



L4 ANSWER 1 OP 33 CAPLUS COPYRIGHT 3007 ACS on STN (Continued) 




CM 3 

CRN 110-17-8 
CMP C4 K4 04 

Double bond geometry as shown. 

H 0J ^^- C0JH 

RN 8 62462-54-2 CAPLUS 

CN l-Piperidineacetamide. 4- (UaS.BaR) -4- (3 , 4-dimethoxyphenyl) -4a, 5, S , 8a- 
tetrahydro-l-oxo-3(lH) -phthalazinyl] -a-oxo- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 863463-55-3 CAPLUS . 
CN Morpholine, 

4-1 14- [(4aS,BaR) -4- (3, 4 -dimethoxyphenyl) -4a, 5.8. 8a-tetrahydro- 

l-oxo-3UH) -phthalazinyl) -l-piperidinyl]oxoacetyl) - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry- 




RN 662462-56-4 CAPLUS 
CN Piperazine, 

1- [ [4- I (4aS. 8oR) -4- (3, 4-dimethoxyphenyl) -4a, 5,8, 8a- tetrahydro- 

l-oxo-2(lH) -phthalazinyl] -l-piperidinyljoxoacetyl) -4 -methyl- . 
monohydrochloride (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 




• HC1 



RN 862462-57-5 CAPLUS 

CN 1- Piper idineacetamide. 4- [ (4aS, BaR) -4- (3 , 4 -dimethoxyphenyl) -4a,S.B,Ba- 
tet rahydro-l-oxo- 3 (1H) -phthalazinyl) -N.N-dimethyl -a -oxo- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 862463-59-7 CAPLUS 
CN 1-Piperidineacetamide, 

4- ( (4aS,BaR) -4- (3. 4-dimethoxyphenyl) -4a, 5. 6,7, 8, 8a- 

hexahydro-l-oxo-2(lH) -phthalazinyl] -a-oxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 862462-58-6 CAPLUS 

CN 1-Piperidineacetaraide. 4- [ (4aS, 8aR) -4 - (3, 4-dimethoxyphenyl) -4a, 5,8,8a- 
tetrahydro-X-oxo-3(lH) -phthalazinyl) -N-hydroxy-a-oxo- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN B63462-60-0 CAPLUS 

CN Morpholine, 4- [ {4 - [ (4aS, 8aR) -4 - (3, 4 -dimethoxyphenyl) -4a. 5, £ . 7, 8. Ba- 
hexahydro-l-oxo-3(lH) -phthalazinyl) -l-piperidinylloxoacetyl) - (9CI) 

INDEX NAME) 
Absolute stereochemistry. 
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RN 862462-61-1 CAPLUS 

CN Piperazine, 1-1 [4- [ (4aS.8aR) -4- (3,4-dimethoxyphenyl) -4a, 5, 6. 7, 8. 8a- 

hexahydro-l-oxo-2 UH) -phthalazinyl] -l-piperidinyl]oxoacetyl] -4-methyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 86246262-2 CAPLUS 

CN 1-Piperidineacetic acid, 4- I (4aS, BaR) -4 - (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a- 
tetrahydro-l-oxo-2 (1H) -phthalazinyl] -a-oxo-. 2, 2-dimethylhydrazide 
(9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 



Me 2 N x 




o 



RN 862462-63-3 CAPLUS 

CN 1-Piperidineacetamide. 4- { (4aS, 8aR) -4- (3,4-dimethoxyphenyl) -4a, 5, B, Ba- 
tetrahydro-l-oxo-3(lH) -phthalazinyl] -N- (2-methoxyethyl ) -a-oxo- (9CI) 
(CA INDEX NAME) 

Absolute Btereochemietry. 




O 



IT 380226-97-1P 785047-47-4P 862462-64-4P 
662462-65-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of phthalazinone derive, as PDE4 inhibitors) 
RN 380226-97-1 CAPLUS 
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CN 1 (2H) -Phthalazinone. 4- (3. 4 -dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- (4- 
piperidinyl) monohydrochloride, . (4aS, 8aR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 

RN 785047-47-4 CAPLUS 
CN 1 (2H) -Phthalazinone. 

4- (3,4-dimethoxyphenyl) -4a. 5. 6, 7, e, 8a-hexahydro-2- (4- 
piperidinyl) (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 862462-64-4 CAPLUS 

CN l-Piperidineacetic acid. 4- [ (4*5. SeR) -4- (3. 4 -dimethoxyphenyl) -4a, 5, 8, 8a 
tetrahydro-l-oxo-2 (1H) -phthalazinyl] -a-oxo-, methyl ester OCX) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 862463-65-5 CAPLUS 

CN 1-Piperidineacetic acid, 4 -{ (4aS, BaR) -4 - (3. 4 -dimethoxyphenyl ) - 

4a,5,6.7.8,6a-hexahydro-l-oxo-2UH) -phthalazinyl] -a-oxo-, methyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Preparation of piperidinyl pyridazinone derivatives 
PDE4 inhibitors 

Hatzelmann, Armin; Baraig, Johannes; Marx, Degenhard; 

Kley, Hane-Peter; Chrietiaans, Johannes A. M. ; Menge, 

Wiro M . P. B.; Sterk, Geert Jan 

Altana Pharma A.-G., Germany 

PCT Int. Appl.. 53 pp. 
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Patent 

English 
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and disclosed as PDE4 inhibitors. Thus, e.g., II was prepd. by coupling 
of 6- (3,4-dimethoxyphenyl) -4,4-dimethyl-2-piperidin-4-yl-4,5-dihydro-2H- 
pyridazin-3-one (prepn. given) with 2-cyanobenzenesulf onyl chloride. The 
inhibitory activity of I was evaluated using scintillation proximity 

y 

and it was revealed that selected compds. of the invention displayed 

-loglCSO values in the range of 7.60 up to 9.68 mol/L. I as inhibitor of 

PDE4 should prove useful in the treatment of airway disorders. 

Pharmaceutical compns. comprising I are disclosed. 

863578-1B-5P 863578-19-6P 863578-30-9P 

863578-21-0P 862578-22-1P 862578-24-3P 

862578-25-4P 86257B-26-5P 862578-27-6P 

B62578-28-7P B62578-29-8P 862578-30-1P 

862578-31-3P 863578-32-3P 862578-33-4P 

862578-34-5P B62S78-35-6P 862578-36-7P 

862578-37-8P 862578-38-9P 86257B-39-0P 

RL: PAC {Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of piperidinyl pyridazinone derivs. as P0E4 inhibitors) 
862578-18-5 CAPLUS 

Piperidine, 1- { ( 2 - cyanophenyl ) sulfonyl] -4- [3- (3,4-dimethoxyphenyl) -5,6- 
dihydro-5,5-dimethyl-6-oxo-l(4H) -pyridazinyl] - (9CI) (CA INDEX NAME) 




862578-19-6 CAPLUS 

Morpholine, 4- 13- {4- [3- (3,4-dimethoxyphenyl) -5,6-dihydro-5. 5-diraethyl-6- 
oxo-1 (4H) -pyridazinyl] -1 -piperidinyl] -1-oxopropyl] -, hydrochloride (9CI) 
(CA INDEX NAME) 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB Title compds. I (Rl and R2 independently * alkyl; R3 - (un) substituted 

phenyl; R4 - COR5, S (O) 2R6 (CH2) nCOR7 or CO(CH2)mR8; R5 - alkyl. NR9R10 or 
(un) substituted phenyl; R6 - alkyl, NR11R12 or (un) substituted phenyl; R7 
- NR13R14; R8 - NR15R16; R9-16 independently - H, alkyl, cycloalkyl, 

etc. ; 

n » 1-4; m * 1-4} and their pharmaceutical ly acceptable salts, are 
prepared 
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•O 
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1 (4H) -pyridazinyl] - 1- I (2-methylphenyl) sulfonyl] - (9CI) (CA INDEX NAME) 




• x HC1 



RN 862578-20-9 CAPLUS 
CN l-Piperidineacetamide. 

4- [3- (3,4-dimethoxyphenyl) -5. 6-dihydro-6-oxo-l (4H) - 
pyridazinyl)- (9CI) (CA INDEX NAME) 



it 




RN 862578-21-0 CAPLUS 

CN Piperidine, 4- (3- (3 , 4-dimethoxyphenyl) -5, 6-dihydro-5. 5-dimethyl-6-oxo- 

1(4H) -pyridazinyl) -l- [ (2, 5 -dioxo-1- pyrrol idinyl) acetyl ] - (9CI) (CA INDEX 
NAME) 



RN 862578-24-3 CAPLUS 

CN Piperidine, 1- ( (4 -cyanophenyl) sulfonyl] -4- [3- (3,4-dimethoxyphenyl) -5.6- 
dihydro-5. 5 -dimethyl -6 -OXO-K4H) -pyridazinyl] - (9CI) (CA INDEX NAME) 




RN 862578-25-4 CAPLUS 

CN Piperidine, 4- [3- (3,4-dimethoxyphenyl) -5, 6 -di hydro- 5, 5 -dimethyl -6 -oxo- 
1 (4H) -pyridazinyl] -1- [ {2- (trif luoromethoxy) phenyl] sulfonyl] - (9CI) (CA 
INDEX NAME) 



Mc 






862578-26-5 CAPLUS 
Piperidine, 4- {3- (3. 4 -dim 
l (4H) -pyridazinyl) -1- (2-m 



ithoxyphenyl) -5. 6-dihydro-S. S -dimethyl- 6 -t 
ithoxybenzoyl ) - (9CI) (CA INDEX NAME) 



RN 862578-22-1 CAPLUS 

CN Piperidine, 4-13- (3,4-dimethoxyphenyl) -5, 6-dihydro-5, 5 -dimethyl -6 -oxo- 

Habte 02/09/2007 
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L4 ANSWER 2 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN {Continued) 



L4 ANSWER 2 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN 



(Continued) 





RN B62S7B-27-6 CAPLUS 

CN Piperidine, 1- ( ( 3 -cyanophenyl) sulfonyl] -4- [3- (3 . 4-ditnethoxyphenyl) -5,6- 
dihydro-5. S-diraethyl-6-oxo-l (4H) -pyridazinyl) - (9CI) (CA INDEX NAME) 



RN 662578-30-1 CAPLUS 

CN 1-Piperidinesulfonamide, 4- [3- (3, 4 -dimethoxyphenyl) -5, 6-dihydro-5,5- 

diraethyl-6-oxo-l(4H) -pyridazinyl] -N.N-dimethyl- (9CI) (CA INDEX NAME) 




RN 862578-28-7 CAPLUS 

CN Piperidine. 4- 13- (3, 4-ditnethoxyphenyl) -S,6-dihydro-5, 5-dimethyl -6-oxo- 
1(4H) -pyridazinyl} -1- { (4-methylphenyl) Gulfonyl] - (9CI) (CA INDEX NAME) 





RN 862578-31-2 CAPLUS 

CN l-Piperidineacetamide, 4- [3- (2, 3-dihydro-7-methoxy-2, 2-dimethyl -4 - 

benzofuranyl) -5,6-dihydro-5,5-dimethyl-6-oxo-l(4H) -pyridazinyl] - (9CI) 

(CA INDEX NAME) 



RN 862578-29-8 CAPLUS 

CN Piperidine, 4 - (3 - (3 . 4 -dimethoxyphenyl) -5. 6-dihydro- 5. 5-dimethyl -6 -oxo- 
1(4H) -pyridazinyl! -l-{(3-roethylphenyl)8UlfonylJ- (9CI) (CA INDEX NAME) 



L4 ANSWER 2 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



L4 ANSWER 2 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 





RN 862578-32-3 CAPLUS 
CN Piperidine, 

1 -benzoyl -4- [3 - (3, 4 -dimethoxyphenyl) -5, 6 -dihydro-5, 5-dimethyl - 
6 -oxo- 1 (4H) -pyridazinyl) - (9CI) (CA INDEX NAME) 




RN 862578-33-4 CAPLUS 
CN l-Piperidineacetamide, 

4- [3- (3, 4 -dimethoxyphenyl) -5, 5- diethyl -5, 6-dihydro- 

6-OXO-K4H) -pyridazinyl] hydrochloride (9CI) (CA INDEX NAME) 



• x HC1 

RN 862578-34-5 CAPLUS 

CN Piperidine. l- [ ( 2 -cyanophenyl) sulfonyl) -4- [3- (3 , 4 -dimethoxyphenyl) -5,5- 
diethyl-5.6-dihydro-6-oxo-l(4H) -pyridazinyl} - (9CI) (CA INDEX NAME) 




RN 862578-35-6 CAPLUS 

CN Piperidine, 4- (3- (3, 4 -dimethoxyphenyl) -S. 6-dihydro-5. 5-dimethyl -6 -oxo- 

1(4H) -pyridazinyl] -1- {(3. 5-dioxo-4-morpholinyl) acetyl) - (9CI) (CA INDEX 
NAME) 




f v^- 



Habte 



02/09/2007 



RN 862578-36-7 CAPLUS 
CN Piperidine, 

dimethoxyphenyl) -5, 5 -diethyl -5, 6-dihydro-6-oxo- 1 (4H) - 
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ANSWER 2 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
pyridazinyl] -l- (2-raethoxybenzoyl) - (9CI) [CA INDEX NAME) 




862578-37-8 CAPLUS 

Piperidine, 4- [3- (2, 3 -dihydro-7-methoxy-2, 2 -dimethyl -4 -benzofuranyl) -5,6- 
dihydro-5, 5 -dimethyl- 6 -oxo- l (4H) -pyridazinyl] -1- [ (4-methyl-l- 
piperazinyl) acetyl ) - (9CI) (CA INDEX NAME) 




C-CH 2 - 



862578-38-9 CAPLUS 

Piperidine, 4- {3- (2. 3-dihydro-7-methoxy-2, 2-dimethyl-4 -benzofuranyl) -5,6- 
dihydro-5, 5-dimethyl-6-oxo-l (4H) -pyridazinyl} -1- ( (2. 5-dioxo-l- 
pyrrolidinyl) acetyl)- (9CI) (CA INDEX NAME) 



L4 ANSWER 2 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




86257S-39-0 CAPLUS 

Piperidine, 1- ( (l, 3 -dihydro-l. 3 -dioxo-2H-isoindol-2-yl) acetyl) -4- [3- (3,4- 
dimethoxyphenyl) -5, 6-dihydro-5, 5 -dimethyl -6 -oxo-l (4H) -pyridazinyl] - (9CI) 
(CA INDEX NAME) 




N CH 2 -C 




IT 862578-44-7P B62578-48-1P 862578-54-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of piperidinyl pyridazinone derive . aa PDE4 inhibitors) 
RN 862578-44-7 CAPLUS 
CN 3 (2H) -Pyridazinone, 

6- (3,4-dimethoxyphenyl) -4, 5-dihydro-4 , 4 -dimethyl -2- (4- 
piperidinyl)- (9CD (CA INDEX NAME) 



L4 ANSWER 2 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 862578-48-1 CAPLUS 
CN 3 (2H) -Pyridazinone, 

6- ( 2, 3 -di hydro- 7 -methoxy- 2. 2 -dimethyl -4 -benzofuranyl) - 

4, 5-dihydro-4. 4 -dimethyl -2- (4 -piperidinyl ) , hydrochloride (9CI) (CA 
INDEX NAME) 




L4 ANSWER 2 OP 32 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



H 




• x HC1 



REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 



• x HC1 



RN 862578-54-9 CAPLUS 

CN 3(2H) -pyridazinone. 6- (3,4-dimethoxyphenyl) -4. 4 -diethyl -4 , S-dihydro-2- (4 - 
piperidinyl)-. hydrochloride (9CI) (CA INDEX NAME) 



Habte 



02/09/2007 
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ANSWER 3 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT 1 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:232615 CAPUTS 
142:291403 

Use of phosphodiesterase 4 (PDB4) inhibitors for the 
treatment of diabetes mellitus 

Hauser, Daniels; Hanauer, Guido; Grundler, Gerhard; 

Schmidt. Beate; Kemkowski, Joerg; Kley, Hans* Peter 

Altana Pharraa A.-G., Germany 

PCT Int. Appl . , 50 pp. 

CODEN: PIXXD2 

Patent 

English 



L4 ANSWER 3 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

2 (1H) -phthalazinyl] -l-((4-methylphenyl)sulfonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PA1 


"ENT NO. 




KIND 


DATE 




APPLICATION NO. 




DATE 


WO 


2005023253 




Al 




20050317 


WO 2004-BPS2Q05 




20040902 


WO 


2005023253 




A8 




20060302 












W: AE, AG, 


AL. 


AM, 


AT, 


AU, 


AZ, 


BA, BB, 


BG, BR. BW, 


BY, 


BZ, CA, CH, 




CN. CO, 


CR. 


CU, 


cz, 


DE. 


DK, 


DM, DZ. 


EC, EE, EG. 


ES. 


FI. GB. GD, 




GE, GH. 


GM. 


HR. 


HU, 


ID. 


IL, 


IN, IS. 


JP, KE, KG, 


KP, 


KR, KZ. LC. 




LK. LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 


MK. MN, MW, 


MX, 


MZ, NA, NI. 




NO. NZ, 


OM, 


PG, 


PH, 


PL. 


PT, 


RO, RU. 


SC. SD. SE. 


SG, 


SK. SL, SY, 




TJ, TM. 


TN, 


TR, 


TT, 


TZ. 


UA, 


UG. US. 


UZ, VC. VN. 


YU, 


ZA. ZM, ZW 




RW: BW, GH. 


GM, 


KE , 


LS, 


MW. 


MZ, 


NA. SD, 


SL, SZ, TZ, 


UG, 


ZM, ZW, AM, 




AZ, BY, 


KG. 


KZ, 


MD, 


RU. 


TJ, 


TM, AT, 


BE, BG, CH, 


CY. 


*CZ. DE. DK, 




EE, ES, 


PI , 


FR, 


GB, 


GR. 


HU, 


IE, IT, 


LU, MC, NL. 


PL, 


PT. RO. SE, 




SI. SK, 


TR, 


BP, 


BJ, 


CP. 


CG. 


CI, CM, 


GA, GN, GQ. 


GW, 


ML, MR, NE, 




SN. TD. 


TG 


















AU 


2004269923 




A2 




20050317 


AU 2004-269923 




20040902 


AU 


2004269923 




Al 




20050317 










CA 


2537230 




Al 




20050317 


CA 2004-2537230 




20040902 


US 


2006281745 




Al 




20061214 


US 2006-570622 




20060303 


*ITY APPLN. INFO. : 










EP 2003-20126 




A 20030905 
















WO 2004-EP52005 




W 20040902 




RN 449760-15-0 CAPLUS 
CN Piperidine, 

4- {(4aS,8aR) -4- (3,4-diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- 1-oxo- 

2 (1H) -phthalazinyl} -1- ( methyl su If onyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



B The invention discloses the use of certain known PDE4 inhibitors for the 

treatment of diabetes mellitus and accompanying disorders thereof. 
T 449760-14-9 449760-15-0 449760-16-1 

449760-17-2 449760-19-4 449760-20-7 

449760-21-8 449760-22-9 449760-23-0 

449760-24-1 449760-25-2 449760-26-3 

449760-28-5 449760-29-6 449760-30-9 

449760-35-4 449760-40-1 449760-42-3 

449760-47-8 449760-48-9 449760-49-0 

449760-50-3 449760-51-4 449760-52-S 

449760-53-6 449760-56-9 449760-57-0 

449760-58-1 596102-01-1 596102-O7-7 

596102-09-9 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(phosphodiesterase 4 inhibitors for treatment of diabetes mellitus) 
N 449760-14-9 CAPLUS 
N Piperidine, 

- {(4aS,8aR) -4- (3,4-diethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro-l-oxo- 




449760-16-1 CAPLUS 

Piperidine, l-acetyl-4- [ (4aS,8aR) 4- (3,4-diethoxyphenyl) -4a. 5,8, 
tetrahydro-l-oxo-2(lH) -phthalazinyl] - (9CI) (CA INDEX NAME) 



L4 ANSWER 3 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Absolute stereochemistry. 




RN 449760-17-2 CAPLUS 

CN l-Piperidinepentanoic acid. 

4- [ (4aS,8aR) -4- (3,4-diethoxyphenyl) -4a. 5, 8,8a - 

tetrahydro-l-OXO-2(lH) -phthalazinyl} -6-oxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




o 



RN 449760-19-4 CAPLUS 

CN l-Piperidinecarboxamide, 4- |(4aS.6aR) -4- (3,4-diethoxyphenyl) -4a. 5.8. Ba- 
tetrahydro- l -oxo-2 (1H) -phthalazinyl] -N- (l, l -dimethyl ethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-20-7 CAPLUS 

CN 1 - Piperidinecarboxamide, 4 - t (4aS. 8aR) -4 - (3 , 4 -diethoxyphenyl ) -4a , 5, 8 , Ba- 
tetrahydro-l-oxo-2(lH) -phthalazinyl] -N-phenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 449760-21-8 CAPLUS 

CN 1 -Piperidinecarboxamide, 4- t (4aS, 8aR) -4- (3,4 -dimethoxyphenyl) -4a, 5, B, 8a- 
tetrahydro- l-oxo-2 (1H) -phthalazinyl) -N- (1 , 1 -dimethyl ethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Habte 



02/09/2007 
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L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 3007 ACS on STN (Continued) 




RN 449760-22-9 CAPLUS 

CN 1-Piperidinecarboxamide, 4- (<4aR,8aS) -4- (2, 3 -dihydro-7-methoxy-2, 2- 

dimethyl-4-benzofuranyl) -4a, 5. 8, 8a-tetrahydro-l-oxo-2 (1H) -phthalazinyl) -N- 
U, l- dimethyl ethyl) rel- (9CI) <CA index NAME) 

Relative stereochemistry. 




o 



RN 449760-23-0 CAPLUS 

CN Piperidine, 4- [(4aS,8aR) -4- (3 . 4 -dimethoxyphenyl) -4a. S. 8. Ba-tetrahydro-1 - 
oxo-2 (1H) -phthalazinyl) -1- [ [5- (dimethyl ami no) -1-naphthalenyU sulfonyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 3 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

PAGE 1-A 




PAGE 2 -A 

I 

OMe 



RN 449760-24-1 CAPLUS 
CN l (2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5. 8, 8a-tetrahydro-2- [l- (4- 

nitrophenyl)-4-piperidinyll-, (4aS.8aR)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-25-2 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8. 8a-tetrahydro-2- (l- (4- 

pyridinylmethyl)-4-piperidinyl) -, (4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-26-3 CAPLUS 
CN Morpholine, 

4- ( (4 - [(4aS.8aR) -4- (3 . 4 -dimethoxyphenyl ) -4a. 5, 8. 8a- tetrahydro- 

1 -oxo- 2 (1H» -phthalazinyl) -i-piperidinyl J carbonyll- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-28-S CAPLUS 
CN 1<2H) -Phthalazinone, 

4- (3. 4 -dimethoxyphenyl) ~4a. S, 8, Ba-tetrahydro-2- [1- (1- 

methyl-lH-pyrazolo[3, 4-d)pyrimidin-4-yl) -4-piperidinyl) - (9CI) (CA INDEX 
NAME) 



PAGE 1-A 

OMe 




Habte 



02/09/2007 
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L4 ANSWER 3 O? 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



PAGE 2 -A 

\ 
Me 



RN 449760-29-6 CAPUTS 

CN l(2H) -Phthalazinone, 4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, Ba-tetrahydro-2- (l- 
thieno[2,3-d)pyrimidin-4-yl-4-piperidinyl) -, (4aS,8aR)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



PAGE l-A 




PAGE 2 -A 



RN 449760-3 0-9 CAPLUS 
CN 1{2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a. S, 8, Ba-tetrahydro-2- [l-(2- 



L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
pyriraidinyl) -4-piperidinyl] -, (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-35-4 CAPLUS 
CN Morpholine, 

4- 1 14- l(4aS,8aR) -4- (3, 4-diethoxyphenyl) -4a, S, 8, 8a-tetrahydro-l- 

oxo-3(lH) -phthalazinyl] -l-piperidinyl] carbonyl J - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-40-1 CAPLUS 

CN 1-Piperidineacetamide, 4-1 (4aS.8aR) -4- (3 , 4 -dimethoxyphenyl) -4a, 5, 8 , 8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyl] -N- (1-methylethyl) - (9CI) (CA INDEX 



L4 ANSWER 3 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
NAME) 

Absolute stereochemistry. 




RN 449760-42-3 CAPLUS 

CN 2, 3-Piperazinedione, 1- ( (4- [ (4aS, BaR) -4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a- 
tetrahydro-l-oxo-2(lH) -phthalazinyl] -1-piperidinyl] carbonyl] -4 -ethyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-47-8 CAPLUS 
CN Piperidine, 

4- [ UaS.aaR) -4- (3. 4-diethoxyphenyl) -4a. 5.8,Ba-tetrahydro-l-oxo- 

2 (1H) -phthalazinyl] -1- (4 -pyridinylcarbonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-48-9 CAPLUS 

CN 1 (2H) -Phthalazinone, 2- (1- (2- (4-amino-3, 5-dichlorophenyl) -2-oxoethyl] -4- 
piperidinyl) -4- (3. 4 -dimethoxyphenyl) -4a, 5, 8 , Ba-tetrahydro-, (4aS,8aR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-49-0 CAPLUS 
CN 1 (2H) -Phthalazinone, 

4- (3 ,4 -dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- [1- ( (2- 

axo-2H- l-benzopyran-7-yl) methyl] -4-piperidinyl] UaS.BaR}- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Habte 



02/09/2007 
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L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-50-3 CAPLUS 
CN Morpholine, 

4- { {4- [(4as, eaR) -4- (3, 4 -dimethoxyphenyl ) -4a, 5, 8, 8a- tetrahydro- 

l-oxo-2(lH) -phthalazinyl) -l-piperidinyl]acetyl]- {9CI) (CA INDEX NAME) 

Absolute atereochemistry. 




RN 449760-51-4 CAPLUS 
CN 1 (2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, fla-tetrahydro-2- [l- (2- 

phenylethyl) -4-piperidinyl] -, (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 3 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-52-S CAPLUS 
CN l (2H) -Phthalazinone, 

4 -{3, 4 -dimethoxyphenyl ) : 4a. 5,8, 8a- tetrahydro-2- (1- (3- 

pyridinylmethyl) -4-piperidinyl) -, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-53-6 CAPLUS 
CN K2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5,8, Ba-tetrahydro-2- (1- (2- 

pyridinylmethyl) -4-piperidinyl] (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-56-9 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a. 5. 8,8a-tetrahydro-2- [1- { (4- 

< 1,2. 3 -thiadiazol -4 -yl) phenyl) methyl] -4-piperidinyl] -, (4aS,8aR) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-57-0 CAPLUS 

CN Benzoic acid, 4- { ( [4 - I (4aS, 8aR) -4 - (3, 4 -dimethoxyphenyl ) -4a, 5, 8, Ba- 

tetrahydro-l-oxo-2 (1H) -phthalazinyl) -1-piperidinyl I acetyl) amino) -, ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-58-1 CAPLUS 

CN 1-Piperidineacetamide, 4- [(4aS,8aR) -4- (3, 4 -dimethoxyphenyl) -4a, 5, 8. 8a- 
tetrahydro- 1 -oxo- 2 (1H) -phthalazinyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 596102-01-1 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, B. 8a -tetrahydro- 2- [1- (1- 

methylethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 



Habte 



02/09/2007 
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L4 ANSWER 3 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 596102-07-7 CAPLUS 
CN Piperidine, 

4- { (4aS.8aR) -4- (3.4-diethoxyphenyl) -4a. S. 8, 8a-tetrahydro-l-oxo- 

2(lH) -phthalazinyl) -1- (4 -morpholinylacetyl ) - (9CI) (CA INDEX name) 

Absolute Btereochemietry. 




4- [ (4aS, 8aR) -4- (3,4-diethoxyphenyl) -4a. 5. 8, Ba- tetrahydro- 1-oxo- 

2(1H) -phthalazinyl) -1- { (4- (2- (dimethyl amino) ethyl] -1-piperazinyl] acetyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



L4 ANSWER 3 07 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 
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2004:1036939 CALLUS 
143:16625 

Composition comprising a PDE4 inhibitor and a PDES 
inhibitor 

Dunkern, There ten; Hatzelmann. Armin; Schudt, 
Christian; Grimminger, Friedrich; Ghofrani, Hossein 
Ardeschir 

Alcana Pharma A.-G., Germany 

PCT Int. Appl. . 43 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT 


NO. 






KIND 


DATE 




APPLICATION 


NO. 




DATE 


WO 


2004103407 




A3 




20041202 




WO 2004- 


EP50869 




20040519 


WO 


2004103407 




A3 




20050217 
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AB The invention relates to the combined administration of a PDE4 inhibitor 

and a PDE5 inhibitor for the treatment of a disease in which 

phosphodiesterase 4 (PDE4) and/or phosphodiesterase 5 ( PDES) activity is 

detrimental. Patients were administered orally one tablet of Rofluroilase 

and once daily a tablet of Viagra. An example of another selected PDE4 

inhibitor is I. 
IT 449760-14-9 449760-15-0 449760-16-1 

449760-17-2 449760-19-4 449760-20-7 

449760-21-8 449760-22-9 449760-230 

449760-24-1 449760-2S-2 449760-26-3 

449760-27-4 449760-28-5 449760-29-6 

449760-30-9 449760-31-0 449760-35-4 

449760-40-1 449760-42-3 449760-47-8 

449760-50-3 449760-51-4 449760-52-5 

449760-53-6 449760-54-7 449760-55-B 

449760-56-9 449760-57-0 449760-5B-1 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(composition comprising a PDE4 inhibitor and a PDES inhibitor) . 
RN 449760-14-9 CAPLUS 
CN Piperidine, 

4- [ (4aS, 8aR) -4- (3 , 4 -diethoxyphenyl ) -4a, 5, 8, 8a- tetrahydro- 1-oxo- 

2 <IH) -phthalazinyl)- I- ( (4 -methylphenyl ) sulf onyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Habte 
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(Continued) 




RN 449760-15-0 CAPLUS 
CN Piperidine, 

4- [ (4aS.8aR> -4- (3.4-diethoxyphe'nyl) -4a, 5, 8. 8a-tetrahydro-l-oxo- 
2 (1H) -phthalazinyl] -l-(methylsulfonyl)- <9CI) (CA INDEX NJ 

Aboolute stereochemistry. 




RN 449760-16-1 CAPLUS 

CN Piperidine, l-acetyl-4- [(4aS,8aR) -4- (3. 4-diethoxyphenyl) -4a, 5. 8. 
tetrahydro-l-oxo-2 (1H) -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(Continued) 



Ac 




RN 449760-17-2 CAPLUS 

CN 1-Piperidinepentanoic acid, 

4- [(4aS,8aR) -4- (3, 4-diethoxyphenyl) -4a, 5, 8.8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyl] -S-oxo- (9CI) (CA INDEX NAME) 

Aboolute stereochemistry. 



HOac"" 




RN 449760-19-4 CAPLUS 

CN l- Piper idinecarboxamide, 4- [(4aS,8aR) -4- (3 . 4 -diethoxyphenyl) -4a, 5, 8.8a- 
tetrahydro-l-oxo-2(lH) -phthalazinyl) -N- (l, l-dimethylethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 449760-20-7 CAPLUS 

CN 1-Piperidinecarboxantide. 4- ( (4aS, 8aR) -4 - (3 , 4-diethoxyphenyl) -4a, 5, 8.8a- 
tetrahydro-l-oxo-2(lH) -phthalazinyl] -N-phenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PhNH 




O 



RN 449760-21-8 CAPLUS 

CN 1-Piperidinecarboxamide. 4- (MaS.BaR) -4- (3, 4-diraethoxyphenyl > -4a, 5, 8. 8a 
tetrahydro-l-oxo-2 (1H) -phthalazinyl) -N- (l, 1 -dimethyl ethyl) - (9CI) {CA 

INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 449760-22-9 CAPLUS 

CN 1-Piperidinecarboxamide, 4- { (4aR,8aS) -4- (2, 3-dihydro-7-methoxy-2. 2- 

dimethyl-4-benzofuranyl) -4a, S, 8, 8a-tetrahydro- l-oxo-2 ( 1H) -phthalazinyl) -N- 
(1, l-dimethylethyl) -. rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 449760-23-0 CAPLUS 

CN Piperidine, 4- [(4aS,8aR) -4- (3. 4-dimethoxyphenyl) -4a, 5. 8. Ba-tetrahydro-l- 
oxo-2<lH) -phthalazinyl) -l- ( [5- (dimethyl ami no) -1-naphthalenyl) sulf onyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Habte 
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RN 449760-24-1 CAPLUS 
CN 1<2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a. 5, 8. Ba- tetrahydro-2- [l- (4- 

nitrophenyl) -4 -piperidinyl] (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-25-2 CAPLUS 
CN 1 (2H) - Phthalazinone , 

4- (3,4-dimethoxyphenyl) -4a, 5, 8. 0a- tetrahydro-2- [l- (4- 

pyridinylmethyl) -4 -piperidinyl] (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-26-3 CAPLUS 
CN Morpholine, 

4- t [4- t (4aS, 8aR) -4- (3,4-dimethoxyphenyl) -4a , 5 , 8 , 8a-tetrahydro- 

l-oxo-2 (1H) -phthalezinyl] - 1-piperidinylJ carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-37-4 CAPLUS 

CN 1(2H) -Phthalazinone, 2- [1- (2- (4 -amino-3 , 5-dichlorophenyl) -2-oxoethyl] -4- 
piperidinyl] -4- (3,4-dimethoxyphenyl) -4a, 5,8, 8a-tetrahydro- , 
monohydrochloride, (4aS,8aR)- (9CI) {CA INDEX NAME) 

Absolute stereochemiatry. 




• HC1 



L4 ANSWER 4 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

PAGE 1-A 




PAGE 2 -A 

\ 
Me 

RN 449760-29-6 CAPLUS 

CN K2H) -Phthalazinone, 4- (3,4-dimethoxyphenyl) -4a, 5. 6 , 8a- tetrahydro-2- ( 1- 
thieno(2,3-d)pyrimidin-4-yl-4-piperidinyl) -. (4aS.8aR)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 449760-28-5 CAPLUS 
CN l(2H) -Phthalazinone, 

4 -(3,4-dimethoxyphenyl) -4a, 5, 8. Ba-tetrahydro-2- ll- (l- 

tsethyl -lH-pyrazolo (3, 4 -d]pyrimidin-4-yl) -4 -piperidinyl ] - (9CI) (CA INDEX 
NAME) 



Habte 
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RJM 449760-30-9 CAPLUS 
CN 1 (2H) -Phthalazinone. 

4- (3,4-dimethoxyphenyl) -4a, 5, B, Ba-tetrahydro-2- (1- (2- 

pyrimidinyl) -4 -piperidinyl] -. (4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-31-0 CAPLUS 
CN 1{2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a, 5, 8, Ba-tetrahydro-2- [l- [(2- 

oxo-2H-l-benzopyran-7-yl) methyl] -4 -piperidinyll -, monohydrochloride, 
(4eS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




• HC1 



RN 449760-35-4 CAPLUS 
CN Morpholine, 

4- [ [4- K4aS,BaR) -4- (3,4-diethoxyphenyl) -4a, S, 8. 8a-tetrahydro-l- 



L4 ANSWER 4 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

oxo-2(lH> -phthalazinyl] -l-piperidinyl] carbonyl] - (9CI) (CA INDEX NAME) 

Abaolute stereochemistry. 




RN 449760-40-1 CAPLUS 

CN l-Piperidineacetamide, 4- [ (4aS, 8aR) -4- (3,4-dimethoxyphenyl) -4a, 5. 8, 8a- 

tetrahydro- 1-oxo- 2 (1H) -phthalazinyl) -N- (1-methylethyl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 449760-42-3 CAPLUS 

CN 2,3-Piperazinedione, l- I (4- { (4aS. 8aR) -4- (3,4-dimethoxyphenyl) -4a. S, 8. 8a- 
tetrahydro-l-oxo-2 (1H) -phthalazinyl J - l-piperidinyl] carbonyl] -4-ethyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-47-8 CAPLUS 
CN Piperidine, 

4- [ (4aS, 8aR) -4- (3,4-diethoxyphenyl) -4a, 5,8, Ba-tetrahydro-l-oxo- 

2 (1H> -phthalazinyl] -1- (4-pyridinylcarbonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-50-3 CAPLUS 
CN Morpholine, 

4- { (4-((4aS.8aR) -4- (3,4-dimethoxyphenyl) -4a. 5, 8, Ba-tetrahydro- 

1-OXO-3UH) -phthalazinyl) -l-piperidinyl] acetyl] - (9CI) (CA INDEX NAME) - 

Absolute stereochemistry. 



Habte 
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RN 44 9760 -SI -4 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3. 4-dimethoxyphenyl) -4a, 5,8, Ba-tetrahydro-3- il- (3- 

phenylethyl) -4 -piperidinyl] (4aS,8aR)- (9CI) (CA INDEX HAKE) 

Absolute stereochemistry. 




RN 449760-52-5 CAPLUS 
CN 1 (2H) -Phthalazinone, 

4- (3,4-dimethoxyphenylJ -4a, 5, B, 8a-tetrahydro-3- [1- (3- 

pyridinylmethyl) -4 -piperidinyl] -, (4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-S3-6 CAPLUS 
CN l (2H) -Phthalazinone, 

4- (3, 4-dimethoxyphenyl) -4a, 5, 8, Ba-tetrahydro-3- U- (2- 

pyridinylmethyl) -4 -piperidinyl]-, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-54-7 CAPLUS 
CN Morpholine, 

4- ( [4- [(4aS,8aR) -4- (3.4-diethoxyphenyl) -4a, 5, B , 8a- tetrahydro- 1- 

oxo-2(lH) -phthalazinyl] -1 -piperidinyl] acetyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-55-B CAPLUS 

CN 1-Piperazineethanamine, 

4- ( (4- [<4aS, 8aR) -4- (3. 4-diethoxyphenyl) -4a, 5,8, 8a - 

tetrahydro- l-oxo- 2 (1H) -phthalazinyl] -1-piperidinyl] acetyl] -N,N-diraethyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-56-9 CAPLUS 
CM 1(2H) -Phthalazinone. 

4- (3,4-dimethoxyphenyl) -4a. S. B. Ba-tetrahydro-2- [1-1(4- 

(1,2. 3 -thiadiazol -4 -yl) phenyl] methylj -4 -piperidinyl] - , (4aS,BaR) - (9CI) 
(CA INDEX NAME) 
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RN 449760-S7-0 CAPLUS 

CN Benzoic acid, 4- { I [4- ( (4aS, 8aR) -4- (3, 4-diraethoxyphenyl) -4a, 5, 8, 8a- 

tetrahydro-l-oxo-2 (1H) -phthalazinyl] -1 -piperidinyl} acetyl] amino] -, ethyl 
eater (9CI) (CA index name) 

Absolute stereochemistry. 




RN 449760-SB-l CAPLUS 

CN l-Piperidineacetamide. 4- ((4aS,8aR) -4 - (3 . 4-dimethoxyphenyl) -4a,S.B.8a- 
tetrahydro- l-oxo- 2 (1H) -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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PRIORITY APPLN. INFO. s 



EP 2003-10581 



A 20030512 



AB The invention relates to the combined administration of a PDE4 inhibitor 

and a TNFo antagonist selected from the group consisting of 

etanercept, onercept and pegsunercept for the treatment of a disease in 

which phosphodiesterase 4 ( PDE4 } and/or tumor necrosis factor alpha 

(TNFa) activity is detrimental. 
IT 449760-14-9 449760-15-0 449760-16-1 

449760-17-2 449760-19-4 449760-20-7 

449760-21-8 449760-22-9 449760-23-0 

449760-24-1 449760-25-2 449760-26-3 

449760-28-5 449760-29-6 449760-30-9 

449760-35-4 449760-40-1 449760-42-3 

449760-47-8 449760-48-9 449760-49-0 

449760-50-3 449760-51-4 449760-52-S 

449760-53-6 449760-54-7 449760-55-8 

449760-56-9 449760-57-0 449760-5B-1 

RL: PAC (Pharmacological activity); THU (Therapeutic use); Biol 
(Biological study); USES (Uses) 

(therapeutic activity of phosphodiesterase 4 inhibitors and TNFa 
antagonists) 
RN 449760-14-9 CAPLUS 
CN Piperidine, 

4- [<4aS,8aR) -4- (3,4-diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-l-oxo- 

2(1H) -phthalazinyl] -1- ( (4 -methyl phenyl ) sulfonyl] - (9CI) (CA INDEX HAME) 

Absolute stereochemistry. 
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(Continued) 




RN 449760-15-0 CAPLUS 
CN Piperidine, 

4- t (4aS,8aR) -4- (3. 4 -diethoxyphenyl ) -4a, 5, 8, 8a-tetrahydro- l-oxo- 

2 (1H) -phthalazinyl) -1- (methylsulfonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-16-1 CAPLUS 

CN Piperidine, 1-acetyl -4 - [ (4aS, 8aR) -4 - (3, 4 -diethoxyphenyl) -4a, S, B, 
tetrahydro-l-oxo-2(lH) -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Ac 




RN 449760-17-2 CAPLUS 

CN l-Piperidinepentanoic acid, 

4- [(4aS,8aR) -4 - (3 , 4 -diethoxyphenyl ) -4a, 5, B, 8a- 

tetrahydro-l-OXO-2(lH) -phthalazinyl) -6-oxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



HOac"" 



rr 

(CH 2 ) 3 .N^^ 




RN 449760-19-4 CAPLUS 

CN 1- Piper idinecarboxamide. 4- ((4aS, 8aR) -4- (3,4-diethoxyphenyl) -4a. 5,8. 8a- 
tetrahydro-l-oxo-2(lH> -phthalazinyl] -N-(l. l -dimethyl ethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Habte 
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t-Bu! 




O 



RN 449760-20-7 CAPLUS 

CN l-Piperidinecarboxamide. 4- { (4aS, 8aR) -4- (3 . 4 -diethoxyphenyl ) -4a, 5, 8. 8a- 
tetrahydro-l-oxo-2(lH)-phthalazinyl]-N-phenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




o 



RN 449760-21-8 CAPLUS 

CN l-Piperidinecarboxamide, 4- [ (4aS, SaR) -4(3,4 -dimethoxyphenyl) -4a, 5, 8, 8a- 
tetrahydro-l-oxo-2 (1H) -phthalazinyl] -N- (1. l-dimethylethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 449760-22-9 CAPLUS 

CN l- Piper idinecarboxamide, 4- t (4aR,8aS) -4 - (2, 3 -dihydro-7-methoxy-2 , 2- 

dimethyl -4 -benzofuranyl) -4a, 5, 8, Ba-tetrahydro-l-oxo-2 (1H) -phthalazinyl] -N- 
(1, l-dimethylethyl) -, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



t-BuNH 




RN 449760-23-0 CAPLUS 

CN Piperidine, 4- [(4aS,8aR) -4- (3, 4 -dimethoxyphenyl) -4a. 5, 8. 8a-tetrahydro- 1- 
oxo-2 (1H) -phthalazinyl] -1- I (5- (dimethylamino) - 1-naphthalenyl] sulfonyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry- 




RN 449760-26-3 CAPLUS 
CN Morpholine, 

4- [ (4- E(4aS,8aR) -4- (3, 4 -dimethoxyphenyl) -4a, 5.8. Ba-tetrahydro- 

l-oxo-2(lH) -phthalazinyl] -1-piperidinyl] carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Habte 
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OMe 



RN 449760-28-5 CAPLUS 
CN l(2H) -Phthalazinone, 

4- (3. 4-dimethoxyphenyl) -4a, 5. 8. 8a-tetrahydro-2- {1- {i- * 
methyl-lH-pyrazolo(3.4-d]pyrimidin-4-yl)-4-piperidinylJ- (9CI) (CA INDEX 
NAME) 




RN 449760-29-6 CAPLUS 

CN l (2H) -Phthalazinone. 4- (3,4-dimethoxyphenyl) -4a, 5. 8. 8a-tetrahydro-2- <l- 
thieno[2,3-d]pyrimidin-4-yl-4-piperidinyl) -, (4aS.8aR)- <9CI) (CA INDEX 
NAME) 

Absolute Btereochemistry. 





RN 449760-30-9 CAPLUS 



L4 ANSWER 5 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN 1(2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a, 5, 8. Ba-tetrahydro-2- (1- (2- 

pyrimidinyl) -4-piperidinyl} (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute Btereochemistry. 




RN 449760-3S-4 CAPLUS 

CN Morpholine, 

4 - I [4- ( (4aS, BaR) -4- (3. 4-diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- 1 - 

oxo-2(lH) -phthalazinyl} - 1-piperidinyl) carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-40-1 CAPLUS 

CN l-Piperidineacetamide, 4- { (4aS, 6aR) -4- (3,4-dimethoxyphenyl) -4a. S. 8, 8a- 

tetrahydro- 1 -oxo-2 (1H) -phthalazinyl} -N- (1 -methyl ethyl) - (9CI) (CA INDEX 
NAME) 



L4 ANSWER 5 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Absolute Btereochemistry. 




RN 449760-42-3 CAPLUS 

CN 2.3-Piperazinedione. 1- [{4- ( (4aS,8aR) -4 - (3 , 4-dimethoxyphenyl) -4a, 5, 8. 8a- 
tetrahydro-l-oxo-2 (1H) -phthalazinyl) -1-piperidinyl} carbonyl} -4-ethyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemiBtry. 




RN' 449760-47-8 CAPLUS 
CN Piperidine, 

4- {(4aS,8aR) -4-(3.4-diethoxyphenyl) -4a, 5. 8, Ba-tetrahydro- l-oxo- 

2 (1H) -phthalazinyl) -1- (4-pyridinylcarbonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-48-9 CAPLUS 

CN 1 (2H) -Phthalazinone, 2- [1- [2- (4-amino-3, 5-dichlorophenyl) -2-oxoethylJ -4- 
piperidinyl) -4- <3 , 4 -dimethoxyphenyl) -4a, 5. 8. ea-tetrahydro- , (4aS,BaR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-49-0 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3 .4 -dimethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro-2- [1- { (2- 

oxo-2H-l-benzopyren-7-yl)methyl) -4 -piperidinyl J -, (4aS,8aR)- (9CI) (CA 



L4 ANSWER S OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
INDEX NAME) 

Absolute stereochemistry. 




RN 449760-50-3 CAPLUS 
CN Morpholine, 

4 - [ [4- [ (4aS, 8aR) -4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- 

l-oxo-2(lH) -phthalazinyl) -1 -piperidinyl} acetyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-51-4 CAPLUS 
CN l (2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- [l- (2- 

phenylethyl) -4 -piperidinyl] -, (4aS.BaR)- (9CI) (CA INDEX NAME) 



L4 ANSWER 5 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Absolute stereochemistry. 




RN 449760-52-5 CAPLUS 
CN l[2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a. 5, B, Ba-tetrahydro-2- [1- (3- 

pyridinylmethyl) -4 -piperidinyl) (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-53-6 CAPLUS 
CN l(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a. 5.8,8a -tetrahydro-2- [l- (2- 

pyridinylmethyl) -4 -piperidinyl ) (4aS,8aR)- (9CX) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-54-7 CAPLUS ' 
CN Morpholine, 

4- [ [4- [ (4aS,8aR) -4- (3,4-diethoxyphenyl) -4a, 5, B , 8a-tetrahydro-l- 

oxo-2(lH)-phthalazinyl}-l-piperidinyl)acetyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-55-8 CAPLUS 

CN l-Piperazineethanamine, 

4- [ [4- [ UaS.SaR) -4- (3,4-diethoxyphenyl) -4a. 5, B, 8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyll -l -piperidinyl] acetyl} -N, N-dimethyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 44 9760-56-9 CAPLUS 
CN 1 (2H) -Phthalazinone, 

4- (3. 4 -dimethoxyphenyl) -4a. 5. 8, Ba-tetrahydro-2- [1- { [4- 

(l,2,3-thiadiazol-4-yl>phenyl]raethyl) -4 -piperidinyl] - . (4aS,8aR) - (9CI) 
(CA INDEX NAME) 

Absolute Btereochemistry. 




RN 449760-57-0 CAPLUS 

CN Benzoic acid. 4 - [ [ (4 - [ <4aS, 8aR) -4 - (3 , 4 -dimethoxyphenyl) -4a. 5. 8, 8a- 

tetrahydro-l-oxo-2 (1H) -phthalazinyl] - l -piperidinyl) acetyl) amino) 7, ethyl 
eater (9CI) (CA index name) 

Absolute stereochemistry. 
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RN 449760-5B-1 CAPLUS 

CN 1- Piper idineacetamide, 4- { (4aS,8aR)-4- (3, 4 -dimethoxyphenyl) -4a, 5,8, 8a- 
tetrahydro-l-oxo-a(lH) -phthalazinyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-15-0 CAPLUS 
CN Piperidine, 

4- [ (4aS, 8aR) -4- (3. 4-diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-l-oxo- 

2 (1H) -phthalazinyl) -1- (methyl sulfonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 



The invention relates to the combined administration of a PDE4 inhibitor 
and shuIL-lR II for the treatment of a disease in which phosphodiesterase 
4 (PDE4) and/or interleukin-1 (IL-1) activity is detrimental. 
449760-14-9 449760-15-0 449760-16-1 



449760-17-2 449760-19-4 449760-20-7 
449760-21-8 449760-22-9 449760-23-0 
449760-24-1 449760-25-2 449760-26-3 
449760-28-5 449760-29-6 449760-30-9 
449760-35-4 449760-40-1 449760-42-3 
449760-47-B 449760-48-9 449760-49-0 
449760-S0-3 449760-51-4 449760-52-5 
449760-53-6 449760-54-7 449760-55-8 
449760-56-9 449760-57-0 449760-58-1 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(composition comprising a PDE4 inhibitor and soluble human Type II 
interleukin-l receptor (ehulL-lRII) for disease therapy) 
RN 449760-14-9 CAPLUS 
CN Piperidine. 

4- { (4aS. 8aR) -4 - (3 , 4 -diethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro- 1 -oxo- 

2 (1H) -phthalazinyl) -l-[ (4 -methylphenyl) sulfonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



a 




RN 449760-16-1 CAPLUS 

CN Piperidine. l-acetyl-4- [ (4aS. BaR) -4 - (3 , 4-diethoxyphenyl) -4a. 5. 8. 
tetrahydro- l-oxo-2 (1H) -phthalazinyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Habte 
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AC 




RN 449760-17-2 CAPLUS 
CN l-Piperidinepentanoic acid. 
4- [<4aS,6aR> -4- (3, 4-diethoxyphenyl) -4a, 5,6,1 
tetrahydro-l-oxo-2(lH) -phthalazinyl] -6 

Absolute stereochemistry. 



OXO- (9CI) (CA INDEX NAME) 




RN 449760-19-4 CAPLUS 

CN 1- Piper id inecarboxamide, 4- [(4aS,8aR) -4- (3 , 4-diethoxyphenyl) -4a, 5, 8,6a- 
tetrahydro-l-oxo-2(lH)-phthalazinyl] -N- { 1 , 1-dimethylethyl) - (9CI) (CA 



Absolute stereochemistry. 



L4 ANSWER 6 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
OEt 



t-BuNH^^i 



a 




RN 449760-20-7 CAPLUS 

CN l-Piperidinecarboxamide, 4- [ (4aS,8aR) -4- (3 . 4-diethoxyphenyl ) -4a, 5, 8,Ba- 
tetrahydro-l-oxo-2(lH) -phthalazinyl) -N-phenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-21-8 CAPLUS 

CN l-Piperidinecarboxamide, 4- [ (4aS,8aR) -4- (3 , 4 -diraethoxyphenyl) -4a, 5,8, Ba- 
tetrahydro-l-oxo-2(lH) -phthalazinyl) -N- (1, 1 -dimethyl ethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 449760-22-9 CAPLUS 

CN l-Piperidinecarboxamide, 4 - ( (4aR, 8aS) -4- (2. 3 -dihydro-7-methoxy-2, 2- 

diraethyl-4-benzofuranyl) -4a, 5, 8, 8a-tetrahydro- l-oxo-2 (1H) -phthalazinyl} -N- 
(l,l-dimethylethyl)-. rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




O 



RN 449760-23-0 CAPLUS 

CN Piperidine, 4- [(4aS,BaR) -4 - (3. 4 -dimethoxyphenyl) -4a, 5, B, Ba-tetrahydro-i 
oxo-2 (1H) -phthalazinyl] -l- ( [5- (dimethylamino) -1-naphthalenyl] sulfonyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 2 A 

I 

OMe 



RN 449760-24-1 CAPLUS 
CN l(2H)-Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a- tetrahydro-2- |1- (4- 

nitrophenyl) -4-piperidinyl] -. (4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-25-2 CAPLUS 
CN 1{2H) -Phthalazinone. 

4- (3, 4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- U- (4- 

pyridinylmethyl) -4-piperidinyl] (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-28-5 CAPLUS 
CN l(2H) -Phthalazinone, 

4- (3, 4-dimethoxyphenyl) -4a, 5,8. 8a-tetrahydro-2- {l- (l- 

methyl-lH-pyrazolo{3,4-d]pyri[nidin-4-yl) - 4 -piperidinylj - (9CI) (CA INDEX 
NAME) 




RN 449760-26-3 CAPLUS 
CN Morpholine, 

4- [ [4- [(4aS,8aR) -4 - (3 , 4 -diroethoxyphenyl > -4a, 5, 8, 8a-tetrahydro- 

l-oxo-2(lH) -phthalazinyl) -l-piperidinyl}carbonyl) - (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
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Absolute stereochemistry. 



RN 449760-29-6 CAPLUS 

CN 1(2H) -Phthalazinone. 4- (3 , 4-dimethoxyphenyl ) -4a, 5, 8 , Ba-tetrahydro-2- (1- 
thieno[2,3-d)pyrimidin-4-yl-4-piperidinyl) -. (4aS,8aR)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry . 





H 449760-30-9 CAPLUS 
H l(2H) -Phthalazinone. 

- (3, 4 -dimethoxyphenyl) -4a, 5,8,8a-tetrahydro-2- [1- (2- 

pyrieidinyl)-4-piperidinyl)-, <4aS,8aR)- (9CI) (CA INDEX NAME) 




RN 449760-35-4 CAPLUS 
CN Morpholine, 

4- [ [4- ( (4aS,8aR) -4 - {3 , 4 -diethoxyphenyl ) -4a. 5, 8 , 8a- tetrahydro- 1- 

oxo-2(lH) -phthalazinyl] -1-piperidinyl] carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-40-1 CAPLUS 

CN 1-Piperidineacetamide, 4- ( (4sS. BaR) -4- (3. 4-dimethoxyphenyl } -4a, 5. 8. 8a- 

tetrahydro- 1 -oxo- 2 (1H) -phthalazinyl] -N- (1-methylethyl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 449760-42-3 CAPLUS 

CN 2,3-Piperazinedione. 1- [ [4- [(4aS,BaR) -4- (3,4-dimethoxyphenyl) -4a. 5, B. Ba- 
tetrahydro-l-oxo-2(lH) -phthalazinyl) -l-piperidinyl]carbonyl} -4-ethyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 44 9760-48-9 CAPLUS 

CN l(2H) -Phthalazinone, 2- (l- {2- (4 -araino-3, 5-dichlorophenyl) -2-oxoethyl) -4- 
piperidinyl] -4- (3,4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- , (4aS,8aR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-47-8 CAPLUS 
CN Piperidine, 

4- [ (4aS, 8aR) -4- (3 , 4 -diethoxyphenyl ) -4a, 5, 8, 8a-tetrahydro- l-oxo- 

2 (1H) -phthalazinyl) -l- (4 -pyridinylcarbonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




N 44 9760-4 9-0 CAPLUS 
N l (2K) -Phthalazinone, 

- (3,4-dimethoxyphenyl) -4a. 5, B. 8a-tetrahydro-2- (1- [(2- 

oxo-2H-l-benzopyran-7-yl) methyl] -4 -piperidinyl] -, (4aS,8aR)- (9CI) (CA 



L4 ANSWER 6 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
INDEX NAME) 

Absolute stereochemistry. 




RN 449760-S0-3 CAPLUS 
CN Morpholine, 

4- ( (4- ( (4aS. 8aR) -4- (3,4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- 

l-oxo-2 (1H) -phthalazinyl] - 1 -piperidinyl) acetyl i - (9CI) (CA INDEX NAME) 

Absolute stereochemistry- 




RN 449760-51-4 CAPLUS 
CN l(2H) -Phthalazinone. 

4 - ( 3 . 4 - di me thoxypheny 1 )-4a.S,8,8a-tet rahydro - 2 - 1 1 - ( 2 - 

phenylethyl) -4 -piperidinyl J (4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-52-S CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a, 5. 8.8a- tetrahydro- 2- [1- (3- 

pyridinylmethyl) -4-piperidinyl J -. (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry- 




RN 449760-53-6 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a, S, 8, 6a -tetrahydro- 2- {1- (2- 

pyridinylmethyl) -4-piperidinyl}-, <4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Habte 



02/09/2007 



10/523,111 Page 28 



L4 ANSWER 6 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-54-7 CAPLUS 
CN Morpholine, 

4- { {4- [(4aS,8aR) -4- (3. 4 -diethoxyphenyl) -4a,5,8,8a-tetrahydro-l- 

oxo-2(lHJ -phthalazinylj -1-piperidinyl) acetyl) - (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-55-B CAPLUS 

CN 1-Piperazineethanamine, 

4- [ [4- [ (4aS , BaR) -4- (3 , 4 -diethoxyphenyl ) -4a, 5,8, Ba- 

tetrahydro-l-oxo-2(lH) -phthalazinylj -1-piperidinyl) acetyl} -N, N- dimethyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-56-9 CAPLUS 
CN 1(2H) -Phthalazinone. 

4- (3,4-dimethoxyphenyl) -4a, 5, 8 , 8a- tetrahydro-2- II- £ [4- 

(l,2,3-thiadiazol-4-yl)phenyl)methyl) -4-piperidinyl) -. <4aS. 8aR) - (9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 




RN 449760-57-0 CAPLUS 

CN Benzoic acid, 4 - U (4- I (4aS. 8aR) -4- (3, 4 -diraethoxyphenyl) -4a, 5, 8, 8a- 

tetrahydro-l-oxo-2 (1H) -phthalazinylj - 1 -piperidinyl J acetyl J amino J - , ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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RN 44 9760-58-1 CAPLUS 

CN 1-Piperidineacetamide, 4- { (4aS,8aR) -4 - (3, 4-diraethoxyphenyl) -4a, 5, 8, 8a- 
tetrahydro-l-oxo-2(lH) -phthalazinylj - (9CI) (CA INDEX NAME) 

Absolute atereochemistry. 
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APPLICATION NO. 
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KR, 


KZ, 


LC 


MX, 
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NA, 


NI 


SG, 


SK, 


SL, 


SY 


YU, 


ZA, 


ZM, 


ZW 


UG, 


ZM, 


ZW, 


AM 


CY, 
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DE, 


DK 


PL, 


PT, 


RO, 


SE 


GW, 


ML, 


MR, 
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PRIORITY APPLN. INFO. : 



EP 2003-10631 



A 20030512 



AB The invention relates to the combined administration of a PDE4 inhibitor 

and IL-l Trap for the treatment of a disease in which phosphodiesterase 4 

(PDE4) and/or interleukin-1 (IL-1) activity is detrimental. 
IT 449760-14-9 449760-15-0 449760-16-1 

449760-17-2 449760-19-4 449760-20-7 

449760-21-8 449760-22-9 449760-23-0 

449760-24-1 449760-25-2 449760-26-3 

449760-28-5 449760-29-6 449760-30-9 

449760-35-4 449760-40-1 449760-42-3 

449760-47-8 449760-48-9 449760-49-0 

449760-50-3 449760-51-4 449760-52-5 

449760-53-6 449760-54-7 449760-55-8 

449760-56-9 449760-57-0 449760-58-1 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(pharmaceutical composition eoapriaing a PDE4 inhibitor and IL-1 trap 

for 

treatment of disease) 
RN 449760-14-9 CAPLUS 
CN Piperidine, 

4- ( (4aS, BaR) -4- (3. 4 -diethoxyphenyl) -4a, 5, 8, ea-cetrahydro-l-oxo- 

2 { 1H) -phthalazinylj -1-1(4 -methylphenyl) sulfonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760- IS -0 CAPLUS 
cn Piperidine, 

4- ( MaS.eaR) -4- (3 , 4 -diethoxyphenyl ) -4a. 5, 8, Ba-tetrahydro-l-oxo 
2 (1H) -phthalazinyl] -l-(methylsulfonyl)- (9CI) (CA INDEX 

Absolute stereochemistry. 




RN 449760-16-1 CAPLUS 

CN Piperidine, l-acetyl-4- [(4aS,8aR) -4- (3, 4 -diethoxyphenyl) -4a, 5,8,8a- 
tetrahydro-l-oxo-2(lH) -phthalazinyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 7 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
OEt 



Ac 




RN 449760-17-2 CAPLUS 
CN 1-Piperidinepentanoic acid, 
4- ( (4aS, 8aR) -4- (3, 4 -diethoxyphenyl) -4a, 5, 8. Ba- 
tetrahydro-l-oxo -2 (1H) -phthalazinyl] -6-oxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



/ 1 
'2C 




RN 449760-19-4 CAPLUS 

CN 1-Piperidinecarboxamide, 4- [ (4aS,fiaR) -4- (3. 4 -diethoxyphenyl) -4a, 5,8,8a- 
tetrahydro-l-oxo-2(lH) -phthalazinyl) -N- (l. l-dimethylethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 449760-20-7 CAPLUS 

CN 1- Piper idinecarboxamide. 4- { (4aS,BaR) -4- (3 , 4 -diethoxyphenyl) -4a, 5, 8,8a- 
tetrahydro-l-oxo-2(lH) -phthalazinyl] -N-phenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




o 



RN 449760-21-8 CAPLUS 

CN l-Piperidinecarboxamide. 4- ((4aS.8aR) -4- (3 , 4-dimethoxyphenyl > -4a. 5, 8, 8a- 
tecrahydro- 1 -oxo-2 { 1H) -phthalazinyl] -N- (1,1 -dimethyl ethyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 7 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



t-l 




0 



RN 449760-22-9 CAPLUS 

CN 1- Piper idinecarboxamide, 4- (<4aR,8eS) -4 - (2. 3 -dihydro-7-methoxy-2, 2- 

dimethyl-4-benzofuranyl) -4a, 5, 8 , 8a-tetrahydro- l-oxo-2 (1H) -phthalazinyl J -N- 
(l, l-dimethylethyl) -, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



t-BuNH 




O 



RN 449760-23-0 CAPLUS 

CN Piperidine, 4- [ (4aS, BaR) -4 - (3,4 -dimethoxyphenyl) -4a, S, 8, Ba-tetrabydro-1- 
oxo-2(lH) -phthalazinyl] -1- { {5- (dimethyl ami no) -l -naphtha lenyl] sulfonyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 2 -A 

I 

OMe 



RN 449760-24-1 CAPLUS 
CN l (2H) -Phthalazinone, 

4-{3.4-dimethoxyphenyl) -4a. 5, 8, Ba-tetrahydro-2- [l- (4- 

nitrophenyl) -4-piperidinyl] -. f4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-2S-2 CAPLUS 
CN l (2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a. 5, 8, 8a-tetrahydro-2- (1- (4- 

pyridinylmethyl) -4 -piperidinylj -, <4aS,8aR)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-26-3 CAPLUS 
CN Morpholine, 

4- | (4- I (4aS,8aR) -4- (3,4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- 

l-oxo-2(lH) -phthalazinyl] -l -piper idinyl]carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-28- 5 CAPLUS 
CN 1 (2H) -Phthalazinone. 

4- (3,4-dimethoxyphenyl) -4a, 5, 8. Ba-tetrahydro-2- (1- U- 

methyl -lH-pyrazolo [3, 4 -d}pyrimidin-4-yl) -4-piperidinyl] - (9CI) (CA INDEX 
NAME) 




L4 ANSWER 7 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

PAGE 2-A 



RN 449760-29-6 CAPLUS 

CN 1 (2H) -Phthalazinone, 4- (3 , 4 -dimethoxyphenyl) -4a, 5. 8, Ba-tetrahydro-2- (1 
thieno[2, 3-d]pyrimidin-4-yl-4-piperidinyl) - , (4aS.8aR)- (9CI) (CA 
NAME) 



Absolute stereochemistry. 




0 




PAGE 2-A 



4- (3,4-dimethoxyphenyl) -4a, S. 8. Ba-tetrahydro-2- {l- (2- 

pyrimidinyl) -4-piperidinyl) -, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Habte 



02/09/2007 



10/523,111 Page 31 



L4 ANSWER 7 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-35-4 CAPLUS 
CN Morpholine. 

4 - [ (4- { (4aS. 8aR) -4- (3.4-diethoxyphenyl) -4a, 5, 8. 8a-tetrahydro-l- 

oxo-2(lH) -phthalazinyl] - 1 -piperidinyl ] carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-40-1 CAPLUS 

CN 1- Piper idineacetaroide, 4- [ (4aS, BaR) -4- (3,4-dimethoxyphenyl) -4a, 5,8, 8a- 

tetrahydro-l-oxo-2(lH> -phthalazinyl] -N-(l-methylethyl)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 449760-42-3 CAPLUS 

CN 2,3-Piperazinedione, l- I {4- ( (4 as, BaR) -4- (3,4-dimethoxyphenyl) -4a. 5. B. 8a- 
tetrahydro- 1 -oxo-2 ( 1H) -phthalazinyl] - 1 -piperidinyl ) carbonyl ) -4 - ethyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-47-8 CAPLUS 
CN Piperidine, 

4- ( (4aS, 8aR) -4- (3,4-diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-l-oxo- 

2 <1H) -phthalazinyl] -1- (4-pyridinylcarbonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemietry. 
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RN 449760-48-9 CAPLUS 

CN 1 (2H) -Phthalazinone, 2- [1- (2- (4 -amino-3 , 5-dichlorophenyl) -2-oxoethyl) -4- 
piperidinyl] -4- (3,4-dimethoxyphenyl) -4a, 5, 8. Ba-tetrahydro- , (4aS,8aR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-49-0 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) - 4a. S, B. Ba-tetrahydro- 2- U- 1(2- 

oxo- 2H-l-benzopyran- 7 -yl) methyl] -4 -piperidinyl] -, (4aS.8aR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry . 
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RN 449760-S0-3 CAPLUS 
CN Morpholine. 

4- ( (4- [(4aS,8aR) -4 - (3, 4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- 

l-oxo-2(lH) -phthalazinyl] -l-piperidinyljacetyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-S1-4 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3. 4-dimethoxyphenyl) -4a, 5. 8. Ba-tetrahydro- 2- U- (2- 

phenylethyl) -4-piperidinyl] -, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-52-5 CAPLUS 
CN l(2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a. 5.8, 8a-tetrahydro-2- [l- (3- 

pyridinylmethyl) -4-piperidinyl] <4aS, SaR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-53-6 CAPLUS 
CN 1 (2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a, 5. 8, 8a-tetrahydro-3- [1- (2- 

pyridinylmethyl) -4-piperidinylJ -. (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-54-7 CAPLUS 
CN Morpholine, 

4-1 14- 1 (4aS,8aR) -4- (3,4-diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-l- 

oxo-2 (1H) -phthalazinyl] -l-piperidinyl] acetyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-5S-8 CAPLUS 

CN 1-Piperazineethanamine, 

4- ( [4- J (4aS,8aR) -4 - (3 . 4 -diethoxyphenyl ) -4a, 5, 8, 8a- 

tetrahydro-l-oxo-2(lH) -phthala2inyl) -l-piperidinyl] acetyl) -N,N-dimethyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-56-9 CAPLUS 
CN i (2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a, 5, 8, Sa-tetrahydro-2- (1- [ (4- 

(l,2,3-thiadiazol-4-yl)phenyl]methyl] -4-piperidinyl] -, (4aS.8aR) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-57-0 CAPLUS 

CN Benzoic acid, 4 - { { (4 - I (4aS, 8aR) -4- (3 , 4 -dimethoxyphenyl > -4a, 5, 8, 8a- 

tetrahydro-l-oxo-3 (1H) -phthalazinyl J -l-piperidinyl] acetyl) amino] -, ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 7 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760.-58-1 CAPLUS 

CN 1-Piperidineacetamide, 4- {(4aS,8aR) -4- (3,4-dimethoxyphenyl) -4a, 5, 6,8a- 
tetrahydro-l-oxo-2(lH> -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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BP 2003- 


10593 




A 20030512 




RN 449760-15-0 CAPLUS 
CN Piperidine, 

4- [ (4aS, BaR) -4- (3. 4-diethoxyphenyl) -4a, 5,8, 8a-tetrahydro- l-oxo- 

2 (1H) -phthalazinyl] - 1- (methyl su If onyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



The invention relates to the combined administration of a PDE4 inhibitor 

and a TNFo antagonist selected from the group consisting of 

infliximab, adalimumab, cdp870 and cdp57l for the treatment of a disease 

in which phosphodiesterase 4 (PDE4) and/or tumor necrosis factor alpha 

(TNPa) activity is detrimental . 

449760-14-9 449760-15-0 449760-16-1 

449760-17-2 449760-19-4 449760-20-7 

449760-21-8 449760-22-9 449760-23-0 

449760-24-1 449760-25-2 449760-26-3 

449760-28-5 449760-29-6 449760-30-9 

449760-35-4 449760-40-1 449760-42-3 

449760-47-8 449760-48-9 449760-49-0 

449760-50-3 449760-51-4 449760-52-5 

449760-53-6 449760-S4-7 449760-55-8 

449760-56-9 449760-57-0 449760-58-1 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical injections containing phosphodiesterase 4 inhibitors 

combination with TNFo antagonists for treatment of arthritis and 

other diseases) 
449760-14-9 CAPLUS 
Piperidine, 

( (4aS,8aR) -4- (3 . 4 -diethoxyphenyl) -4a, 5. 8, Ba-tetrahydro-l-oxo- 

2(1H) -phthalazinyl] -1- [ (4 -methylphenyl) Bulfonyl) - (9CI) (CA INDEX NAME) 




RN 449760-16-1 CAPLUS 

CN Piperidine, l-acetyl-4- ((4aS,8aR) -4- (3, 4-diethoxyphenyl) -4a, 5. 8 , 
tetrahydro-l-oxo-2(lH) -phthalazinyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemiBtry. 



L4 ANSWER 8 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-17-2 CAPLUS 

CN l-Piperidinepentanoic acid, 

4-[(4aS.8aR) -4- (3. 4 -diethoxyphenyl) -4a, 5,8, 8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyl J -S-oxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




ryy: 



RN 449760-19-4 CAPLUS 

CN l-Piperidinecarboxamide, 4- ( UaS.SaR) -4- (3, 4 -diethoxyphenyl) -4a, 5,8,8a- 
tetrahydro-l-oxo-2 (1H) -phthalazinyl) -N- (X, l-dioethylethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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(Continued) 




RN 449760-20-7 CAPLUS 

CN 1-Piperidinecarboxamide, 4- { (4aS.8aR) -4- (3. 4-diethoxyphenyl) -4a, 5, B,8a- 
tetrahydro- 1-oxo- 2 ( 1H )- phthalaz inyl ] -N- phenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-21-8 CAPLUS 

CN 1-Piperidinecarboxamide, 4- I (4aS.8aR) -4- (3,4-dimethoxyphenyl) -4a, 5, 8, 8a- 
tetrahydro- 1-oxo- 2 (1H)- phthalazinyl ) -N- (l. l-dimethylethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 449760-33-9 CAPUTS 

CK l- Piper idinecarboxamide, 4- [(4aR. 8aS) -4 - (3, 3-dihydro-7-methoxy-3. 2- 

dimethyl-4-benzofuranyl) -4a. 5, B,8e-tetrahydro-l-oxo-3(lH) -phthalazinyl) -N- 
(1,1-diraethylethyl)-, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



t-BuNH 




O 



RN 449760-33-0 CAPLUS 

CN Piperidine, 4- [(4aS,BaR) -4- (3 , 4-diraethoxyphenyl) -4a. 5, 8. 8a-tetrahydro- 1- 
oxo-3(lH) -phthalazinyl] -1- ( (5- (diraethylamino) -1-naphthalenyl] sulfonyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 3 -A 

I 

OMe 



RN 449760-34-1 CAPLUS 
CN l(3H) -Phthalazinone, 

4- (3, 4-dimethoxyphenyl) -4a. 5, 8, 8a-tetrahydro-3- (1- (4- 

nitrophenyl) -4-piperidinyl) -, (4aS.BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OMe 



RN 449760-3S-2 CAPLUS 
CN l (2H) -Phthalazinone. 

4- (3.4-diraethoxyphenyl) -4a, 5, 8, Ba-tetrahydro-2- {1- (4- 

pyridinylmethyl) -4-piperidinyl] -, (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-26-3 CAPLUS 
CN Morpholine, 

4- {(4- !(4aS.8aR)-4- (3. 4 -dimethoxyphenyl > -4a. 5, 8. 8a- tetrahydro- 

l-oxo-3 (1H) -phthalazinyl] - 1 -piper idinyl ) cerbonyl) - (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-28-5 CAPLUS 
CN i(2H) -Phthalazinone. 

4- (3.4-dimethoxyphenyl) -4a, 5. 8. 8a-tetrahydro-2- [1- (1- 

methyl -lH-pyxazolo [3, 4 -dlpyrimidin- 4 -yl) -4-piperidinyl] - (9CI) (CA INDEX 
NAME) 



PAGE 1-A 
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PAGE 2 -A 

\ 
Me 



RN 449760-39-6 CAPUJS 

CN 1 (3HJ -Phthalazinone, 4- (3 . 4-dimethoxyphenyl) -4a. S. 8, Ba-tetrahydro- 2- (l- 
thieno(2,3-d]pyriraidin-4-yl-4-piperidinyl) -, (4aS,8aR)- (9CI) (CA INDEX 
NAME) 

Abaoluto stereochemistry. 



PAGE 1-A 




PAGE 2 -A 



RN 449760-30-9 CAPLUS 
CN U2H) -Phthalazinone, 

4- <3, 4 -dimethoxyphenyl) -4a, 5, B, Ba-tetrahydro- 2- Jl- (3 



L4 ANSWER 8 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
pyrimidinyl) -4-piperidinyl) -. (4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-35-4 CAPLUS 
CN Morpholine, 

4- t [4- { (4aS,8aR) -4- (3,4-diethoxyphenyl) -4a, 5, 8, 8a-tetrehydro-l- 

oxo-2(lH) -phthalazinyl] -l-piperidinyl]carbonylJ - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. ■ 




RN 449760-40-1 CAPLUS 

CN l-Piperidineacetemide. 4- [(4aS,8aR) -4- ( 3 , 4 -dimethoxyphenyl ) -4a, 5, 8,8a- 

tetrahydro- l-oxo-2 (1H) -phthalazinyl] -N- (1 -methyl ethyl) - (9CI) (CA INDEX 



L4 ANSWER B OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
NAME) 

Absolute stereochemistry. 




RN 449760-42-3 CAPLUS 

CN 2,3-Piperazinedione, 1- t [4- I (4aS , BaR) -4 - (3 , 4-dimethoxyphenyl) -4a, 5, B, Ba- 
tetrahydro- 1 -oxo-2 ( 1H) -phthalazinyl ] - 1 -piperidinyl ) carbonyl 1 -4 -ethyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OMe 



RN 449760-47-6 CAPLUS 

CN Piperidine. 

4- [(4aS,6aR) -4-(3.4-diethoxyphenyl) -4a, S. 8, Ba-tetrahydro- 1-oxo- 

3 (1H) -phthalazinyl} -I- (4-pyridinylcarbonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-48-9 CAPLUS 

CN 1(2H) -Phthalnzinone, 2-[l- (2- (4-amino-3, 5 -dichlorophenyl ) -3-oxoethyl) -4- 
piperidinyl] -4- (3, 4-dimethoxyphenyl) -4a, 5, 8 . Ba-tetrahydro- . (4aS,BaR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-49-0 CAPLUS 
CN l(2H)-Phthalazinone. 

4 -{3, 4 -dimethoxyphenyl) -4a, 5, 8. Ba-tetrahydro- 3- [l- [(2- 

OXO-2H- l-benzopyran-7-yl) methyl) -4-piperidinyl] -. (4aS,fiafi)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry- 
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RN 449760-50-3 CAPLUS 
CN Morpholine. 

4 - [ [4- l(4aS,BaR) - 4- (3 . 4 -dimethoxyphenyl ) -4a, 5, a, Ba-tetrahydro- 

l-oxo-2 (1H) -phthalazinyl J - 1 -piper idinyl ] acetyl) - (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-51-4 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a ,5, 8,8a- tetrohydro-3- [1- (2- 

phenylethyl) -4-piperidinyl) -. UaS.BaR)- (9CI) (CA INDEX NAME} 

Absolute atereochemistry. 
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RN 449760-52-5 CAPLUS • 
CN 1 (2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, Ba-tetrahydro-2- [1- (3- 

pyridinylmethyl) -4-piperidinyl] -. (4aS.8aR)- (9CI) {CA INDEX NAME) 

Absolute etereochemiatry. 




RN 449760-53-6 CAPLUS 
CN K2H) -Phthalazinone, 

4- (3, 4- dimethoxyphenyl) -4a. 5, 8, Ba-tetrahydro-2- [1- (2- 

pyridinylmethyl) -4-piperidinyl J -, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Abaolute atereochemistry. 
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RN 449760-54-7 CAPLUS 
CN Morpholine, 

4- ( [4- [ (4aS, BaR) -4- (3. 4 -diethoxyphenyl > -4a, 5, 6, 8a-tetrahydro-l- 

oxo-2 (1H) -phthalazinyl] -l-piperidinyl) acetyl]- (9CI) (CA INDEX NAME) 

Absolute etereochemiatry. 




OEt 



RN 449760-55-8 CAPLUS 

CN l- Piperazineethanamine, 

4- [!4-((4aS,eaR) -4 -(3 ,4 -diethoxyphenyl) -4a. 5,8. Ba- 

tetrahydro-l-oxo-2 (1H) -phthalazinyl] - 1-piperidinyl] acetyl] -N.N-dimethyl 
(9CI) (CA INDEX NAME) 

Abaolute etereochemiatry. 
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RN 449760-56-9 CAPLUS 
CN l (2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5. B, Ba-tetrahydro-2- [1- 1(4- 

U.2,3-thiadiazol-4-yl)phenyl]methyl] -4-piperidinyl] -, (4aS,8aR) - (9CI) 
(CA INDEX NAME) 

Absolute atereochemistry. 




RN 449760-57-0 CAPLUS 

CN Benzoic acid. 4- { ( [4- I (4aS,8aR) -4- (3. 4 -dimethoxyphenyl) -4a, 5, 8, 8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyl] -l-piperidinyl] acetyl] amino] -, ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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55-0 




XXX 




RN 449760-58-1 CAPLUS 

CN 1-Piperidineacetamide, 4 - [ (4aS. BaR) -4 - (3, 4 -diraethoxyphenyl) -4a, 5. 8, 8a- 
tetrahydro-l-oxo-2UH) -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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AB The invention relates to the use of certain PDE4 inhibitors alone or in 

combination with one or more differentiation inducing agents and/or an 

agent effective in raising intracellular concns. of cAMP or a stable 

analog of cAMP in the preparation of pharmaceutical compns. for the 
treatment 

of neoplasms of lymphoid cells. 
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RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ,- USES (Uses) 

(phosphodiesterase 4 (PDE4) inhibitors for treatment of neoplasms of 
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lymphoid cells in combination with differentiation inducers and agents 
that increase cAMP levels or camp analogs) 

RN 449760-14-9 CAPLUS 

CN Piperidine, 

4- [ (4aS, 8aR) -4- (3, 4-diethoxyphenyl) -4a, 5. 8, 8a-tetrahydro- 1-oxo- 

2(lH)-phthalazinyl}-l- [ (4 -methylphenyl) sulfonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Absolute stereochemistry. 



(Continued) 




RN 449760-17-2 CAPLUS 

CN l-Piperidinepentanoic acid. 

4- [(4a5,8aR) -4- (3, 4 -diethoxyphenyl) -4a, 5,8, 8e- 

tetrahydro-l-oxo-2(lH) -phthalazinyl) -5-oxo- (9CI) (CA 

Absolute stereochemistry. 



INDEX NAME) 



RN 449760-15-0 CAPLUS 
CN Piperidine. 

4- ( (4aS, 8aR) -4 - (3, 4 -diethoxyphenyl) -4a. 5, 8 , 8a-tetrahydro- l-oxo- 

2 UH) -phthalazinyl] -1- (methylsulf onyl) - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 





RN 449760-19-4 CAPLUS 

CN 1-Piperidinecarboxamide, 4- ( (4aS, SaR) -4- (3. 4 -diethoxyphenyl) -4a, 5. 8. 8a- 
tetrahydro-l-oxo-2(iH)-phthalazinyl)-N-(l.l-dimethylethyl)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



449760-16-1 CAPLUS 

Piperidine, l -acetyl -4 - { (4aS. SaR) -4- (3. 4-diethoxyphenyl) -4s. 5,8.8a- 
tetrahydro-l-oxo-2(lH) -phthalszinyl] - (9CI) (CA INDEX NAME) 
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luNH^^, 



a 




RN 449760-20-7 CAPLUS 

CN l- Piper idinecarbaxamide, 4- t (4aS,8aR) -4- (3, 4-diethoxyphenyl) -4a, 5,8,8a- 
tetrahydro-l-oxo-2(lH) -phthalazinyl] -N -phenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-21-8 CAPLUS 

CN l-Piperidinecarboxaraide, 4- [(4aS,8aR) -4- (3,4-dimethoxyphenyl) -4a. 5. 8, Ba- 
tetrahydro-l-oxo-2(lH) -phthalazinyl) -N- (1, 1-dimethylethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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(Continued) 




RN 449760-22-9 CAPLUS 

CN 1-Piperidinecarboxamide, 4- ( (4aR. 8aS) -4- (2, 3 -dihydro-7-methoxy-2, 2- 

dimethyl-4-benzofuranyl) -4a, 5, B, 8a-tetrahydro- l-oxo-2 (1H) -phthalazinyl] -N- 
( 1. 1-dimethylethyl) -, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 449760-23-0 CAPLUS 

CN Piperidine, 4- [ (4aS, BaR) -4 - (3, 4 -dimethoxyphenyl) -4a. 5. 8. Sa-tetrahydro-l - 
oxo-2 (1H) -phthalazinyl] -1- [ [S- (dimethylamino) -1 -naphtha lenyl) sulConyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 2 -A 



RN 449760-24-1 CAPLUS 
CN l(2H)-Phthalazinone, 

4 - ( 3 , 4 -dimethoxyphenyl )-4a.5.8.8a- tet rahydro- 2 - ( l - < 4 - 

nitrophenyl) -4 -piperidinyl] -, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-25-2 CAPLUS 
CN 1(2H) -Phthalazinone, 

4 - (3 , 4 -dimethoxyphenyl ) -4a, 5, 8, 8a- tetrahydro- 2- [ 1 - (4 - 

pyridinylmethyl) -4 -piperidinyl] -, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-26-3 CAPLUS 
CN Morpholine, 

4-( (4- I (4aS,8aR) -4- (3 , 4 -dimethoxyphenyl) -4a. 5. 8 . 8a -tet rahydro - 

1-oxo- 2 (1H) -phthalazinyl] - 1 -piperidinyl ) carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN l(2H) -Phthalazinone, 

4- <3. 4 -dimethoxyphenyl) -4*, S, 8, 8a-tetrahydro-2- {l- (2- 

pyriraidinyl) -4-piperidinyl] -. <4aS,8aR)- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




OMe 



RN 449760-35-4 CAPLUS 
CN Morpholine, 

4- t 14- { (4aS. 8aR) -4- (3,4-diethoxyphenyl) -4a, 5. B, Ba-tetrahydro- l- 

OXo-2(lH) -phthalaxinyl) -1-piperidinyl] carbonyl} - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-40-1 CAPLUS 

CN l-piperidineacetaraide. 4- I (4aS, 8aR) -4- (3 . 4 -dimethoxyphenyl ) -4a. S, 8, Ba- 
tetrahydro- 1-oxo- 2 (1H) -phthalaxinyl) -N- (1 -methylethyl) - (9CI) (CA INDEX 
NAME) 
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Absolute stereochemistry. 




RN 449760-42-3 CAPLUS 

CN 2,3-Piperazinedione. l- ( [4 - [ (4aS. BaR) -4- (3 ,4 -dimethoxyphenyl) -4a. 5, 8, Ba- 
tetrahydro- 1-oxo- 2 (1H) -phthalaxinyl] -1-piperidinyl) cerbonyl) -4-ethyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-47-8 CAPLUS 
CN Piperidine, 

4- t (4aS. BaR) -4- (3,4-diethoxyphenyl) -4a, 5 , 6 . 8a- tetrahydro- 1 -oxo- 

2 (1H) -phthalaxinyl) -1- (4 -pyridinyl carbonyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OEt 



RN 449760-48-9 CAPLUS 

CN 1(2H) -Phthalazinone. 2- {1- [2- (4 -amino-3 , 5-dichlorophenyl) -2-oxoethyl] -4- 
piperidinyl] -4- (3 . 4 dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- , (4eS. SaR) - 
(9CI) (CA INDEX NAME) 

Absolute ot ereoc hernia try. 




RN 449760-49-0 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, Ba-tetrahydro-2- [1- [ (2- 

oxo-2H-l-benzopyran-7-yl)methyl) -4-piperidinyl) -, (4aS,BaR)- (9C1) (CA 
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Absolute stereochemistry. 




RN 449760-52-5 CAPLUS 
CN 1 <2H) - Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5. 8. Ba-tetrahydro-2- (l - (3- 

pyridinyl methyl) -4-piperidinyl] -. (4aS,BaR»- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-53-6 CAPLUS 
CN l(2H) -Phthalazinone, 

4 - (3 , 4 -dimethoxyphenyl) -4a. S. B, Ba-tetrahydro-2- (1 - (2 - 

pyridinylmethyl) -4-piperidinyl]-, (4aS,BaR)- (9CI) (CA INDEX WAKE) 

Absolute stereochemistry. 
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INDEX NAME) 

Absolute stereochemistry. 




RN 449760-50-3 CAPLUS 

CN Morpholine, 

4- [ [4- { (4aS,8aR) -4- (3, 4 -dimethoxyphenyl) -4a, 5, 8,8a- tetrahydro- 

l-oxo-3(lH)-phthalazinyl]-l-piperidinyl) acetyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-51-4 CAPLUS 
CN l(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- [1- (2- 

phenylethyl) -4-piperidinyl] -, (4aS,8aR)- (9CI) (CA INDEX NAME) 



L4 ANSWER 9 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-56-9 CAPLUS 
CN l(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, Sa-tetrahydro-2- [1- [{4- 

(l,2,3-thiadiazol-4-yl)phenyl)methylJ -4-piperidinyl] -, (4aS. SaR) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-57-0 CAPLUS 

CN Benzoic acid, 4- ( { [4- ( (4aS, 6aR) -4 - (3 , 4 dimethoxyphenyl } -4a, 5 , 8 , 8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyl] - 1 -piperidinyl] acetyl ) amino] -, ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-58-1 CAPLUS 

CN l-Piperidineacetamide, 4- I (4aS, 8aR) -4- (3 , 4-dimethoxyphenyl) -4a. 5, 8 , ea- 
tetrahydro-l-oxo-2 (1H) -phthalazinyi) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 596102-01-1 CAPLUS 
CN 1(2H) -Phthalazinone. 

4- (3, 4-dimethoxyphenyl) -4a, 5, 8, Sa-tetrahydro-2- [1- (1- 

raethylethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 



1,4 ANSWER 9 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 596102-07-7 CAPLUS 
CN Piperidine. 

4- [(4aS,8aR) -4- (3,4-diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-l-oxo- 

2(1H) -phthalazinyl] -1- (4-morpholinylacetyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 596102-09-9 CAPLUS 
CN Piperidine, 

4- [<4aS,8aR) -4- (3,4-diethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro-l-oxo- 

2(1H) -phthalazinyl) -l- ( [4- {2- (dimethylamino) ethyl] -l-piperazinyl) acetyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Preparation of pyrrol idinedione substituted 
piperidine-phthalazones as cyclic nucleotide 
phosphodiesterase- 4 (PDE4) inhibitors 
Hatzelmann, Arrain; Barsig, Johannes; Marx, Degenhard; 
Kley, Hans-Peter; Christiaans, Johannes A. M. ; rfenge, 
Wiro M. P. B.; Sterk, Geert Jan 
Altana Pharma A.-G., Germany 
PCT Int. Appl., 29 pp. 
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Patent 
English 
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W 20030806 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

B 1- (4-Piperidinyl) -4a, 5, 8, Ba-tetrahydro-lH-phthalazin-l-one compds. of 

formula (I) [Rl and R2 are both H or together form an addnl . bond; R3 - a 
Pb derivative of formulas Q or Ql; R4 - Cl-4 alkoxy or CI -4 alkoxy which 

s 

completely or predominantly substituted by fluorine; RS • Cl-4 alkoxy, 
C3-7 cycloalkoxy, C3-7 cycloalkylmethoxy, Cl-4 alkoxy which is completely 
or predominantly substituted by fluorine; R6 - Cl-4 alkoxy or Cl-4 alkoxy 
which is completely or predominantly substituted by fluorine; wherein R7 

Cl-4 alkyl; R8 - H. Cl-4 alkyl; or R7 and R8 together and with inclusion 
of the two carbon atoms, to which they ere bonded, form a spiro- linked 
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6- or 7-membered hydrocarbon ring, optionally interrupted by an oxygen or 
aulfur atom; R9 - CO(CH2)n-R10; wherein RIO - 2.5-dioxopyrrolidin-l-yl; n 
- an integer of 1-4) and the salts of these corapds. These compds. are 
useful in the prepn. of pharmaceutical compns. for the treatment of an 
illness treatable by the administration of a PDE4 inhibitor, in 

particular 

airway disorders. Thus, 

1- [2- {4- (<4aS,8aR) -4- (3, 4 -Dimethoxyphenyl) -1-oxo- 

4a,S.8,Ba-tetrahydro-lH-phthalazin-2-yl]piperidin-l-yl) -2- 
oxoethyl)pyrrolidihe-2, 5-dione ». Thus, a mixt. of l g 

<4aS.8aR) -2- U- (2-Chloroethanoyl)piperidin-4-yl) -4- (3 . 4-dimethoxyphenyl) - 
4a.S.B,Ba-tetrahydro-2H-phthalazin-l-one, 0.4 g succinimide, 1 g 
potassium 

carbonate in 20 mL DMP was stirred for 18 h at room temp, to give, after 
workup and silica gel chromatog. and crystn. from EtOAc, 

l- [2- [4- [<4aS,8aR) -4- (3.4-Dimethoxyphenyl) -l-oxo-4a, 5, 8, 8a-tetrahydro-lH- 
phthalazin-2-yl]piperidin-l-yl] - 2 -oxoethyl] pyrrolidine -2, 5-dione (11) . 

II 

showed -logICS0(mol/L) of 10.66 against PDE4 . 
IT 380226- 97 -IP, (4AS , BaR) -4- (3 . 4 -Dimethoxyphenyl) -2-piperidin-4-yl - 
4a, 5, 8, 8a-tetrahydro-2H-phthalazin-l-one hydrochloride 
3 8 0227 - 13 - 4P , (4 AS , BaR) -4 • (3 , 4 - Di ethoxyphenyl ) - 2 -piperidin - 4 - yl - 
4a, 5.8, Ba-tetrahydro-2H-phthalazin-l-one hydrochloride 
66673S-57-5P 666735-60-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of pyrrol id inedione substituted 
piperidine-phthalazones as cyclic nucleotide phosphodiesterase -4 

(PDE4) 

inhibitors for treating airway diseases) 
RN 380226-97-1 CAPLUS 

CN 1 (2H) -Phthalazinone, 4- (3 , 4 -dimethoxyphenyl ) -4a, S. 8, 8a-tetrahydro-2- (4- 
piperidinyl) monohydrochloride, (4aS.BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 

RN 380227-13-4 CAPLUS 

CN 1 (2H) -Phthalazinone, 4- (3, 4 -di ethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- (4- 
piperidinyl) -, monohydrochloride, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 66673 S- 57 -5 CAPLUS 

CN Piperidine. l- (chloroacetyl ) -4 - [ (4aS,8aR) -4- (3, 4-dimethoxyphenyl) - 

4e,5,B.8a-tetrahydro-l-oxo-2(lH)-phthalazinyl]- (SCI) (CA INDEX NAME) 



L4 ANSWER 10 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Absolute stereochemistry. 



ClCH; 




O 



RN 666735-60-0 CAPLUS 
CN 1 (2H) -Phthalazinone, 

4- (2.3-dihydro-7-methoxy-2,2-dimethyl-4-ben20furanyl) - 

4a. S. 8, 8a-tetrahydro-2- (4 -piperidinyl) - , monohydrochloride. 

UoR.BaS) -rel- 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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cyclic nucleotide phosphodiesterase- 4 (PDE4) inhibitors for treating 
airway diseases) 

RN 666735-56-4 CAPLUS 

CN Piperidine, 4- [ (4aS,8aR) -4- (3 , 4 -dimethoxyphenyl) -4a, 5, 8 , 8a- tetrahydro-1 - 
oxo-2<lH) -phthalazinyl] -l- [ (2, 5-dioxo-l-pyrrolidinyl)acetyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 



• HC1 



IT 666735-56-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of pyrrol idinedione aubstituted piperidine-phthalazones 



Habte 
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O Ql - R4 



R2 Rl I 
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R6 - cycloalkoxy, cycloalkylmethoxy, (f luorolalkoxy; R7 - alkyl; R8 - H, 

alkyl; R7R8 - atoms to form a 5-7 membered ring optionally interrupted by 

O, S; R9 - alkyl, S02R10. COR13, aryl. etc.; R10 • alkyl, 

5-diraethylaminonaphthalen-l-yl, thienyl, NR16R17, (substituted) Ph, etc.; 

R13 - alkyl. earboxyalkyl . Ph, pyridyl, NR16R17, etc.; R16 - H, alkyl. 

cycloalkyl, cycloalkylmethyl. (substituted) Ph; R17 - alkyl, cycloalkyl. 

cycloalkylmethyl , (substituted) Ph; NR16R17 - 4 - morphol i nyl , 

1 - pyrrol idinyl, l-piperidinyl, 1-hexahydroazepinyl , (substituted) 

piperaxinyl) . were prepd. Thus, piperidin-4-ylhydrazine dihydrochloride 

(prepn. given), 4- (3.4-dimethoxyphenyl) -3-methyl-4-oxobutyric acid, and 

Et3N were refluxed 18 h in PrOH to give 
6- (3,4-dimethoxyphenyl) -5-methyl-2- 

piperidin-4 -yl -4 , 5-dihydro-2H-pyridazin-3-one hydrochloride. I inhibited 

PDE4 with -log IC50 - 7.17-8.39. 
IT 666750-56-7P, 6- (3 , 4 -Dimethoxyphenyl ) -5-methyl-2-piperidin-4-yl - 

4, 5-dihydro-2H-pyridazin-3-one hydrochloride 666750-57-8P 

666750-58-9P 666750-59-0P 666750-60-3P 

666750-61-4P 666750-62-5P 666750-63-6P 

6667S0-64-7P 666750-65-6P 666750-66-9P 

666750-67-0P 666750-68-1P 666750-69-2P 

666750-70-5P 666750-71-6P 666750-72-7P 

666750-73-BP 666750-74-9P .666750-75 - OP 

666750-76-1P 666750-77-2P 666750-78-3P 

666750-79-4P 666750-80-7P 666750-81-8P 

6667S0-82-9P 6667S0-83-0P 6667S0-84-1P 

666750-6S-2P 666750-86-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); -BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of piperidinylpyridazinones bb phoaphodiesteraae PDE4 or 

PDE3/4 

inhibitors) 
RN 666750-56-7 CAPLUS 

CN 3(2H)-Pyridazinone, 6- (3,4-dimethoxyphenyl) -4, 5-dihydro-5-methyl-2- (4- 
piperidinyl) -, monohydrochloride (9CI) (CA INDEX NAME) 




Hi Rl, R2 - H, alkyl; R3 - Ql, Q2; R4 . ( f luoro) alkoxy; 



L4 ANSWER 11 OF 22 CAPLUS COPYRIGHT 2007 -ACS on STN (Continued) 

RN 666750-57-8 CAPLUS 
CN 3 (2H> -Pyridazinone, 

6- (3,4-dimethoxyphenyl) -4, S-dihydro-2- (4-piperidinyl) - 
, monohydrochloride (9CI) (CA INDEX NAME) 



H 




• HC1 



RN 666750-58-9 CAPLUS 
CN 3 (2H) -Pyridazinone. 

6- (2, 3 -dihydro-7-oethoxy-2, 2 -dimethyl -4 -benzofuranyl) - 

4. 5-dihydro-2- (4-piperidinyl) -. monohydrochloride (9CI) (CA INDEX NAME) 
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Me 

RN 666750-60-3 CAPLUS 

CN Morphol ine, 4-([4-[3-(3.4- d ime thoxypheny 1 ) - 5 , 6 - di hydro- 4 - met hyl - 6 - oxo - 
1(4H) -pyridazinyl) -l-piperidinyl J carbonyl) - (9CI) (CA INDEX NAME) 




666750-61-4 CAPLUS 

3(2H) -Pyridazinone. 6- (3 . 4 -dimethoxyphenyl) -4, S-dihydro- 5 -methyl -2- [1- (3- 
pyridinylmethyl) -4-piperidinyl} dihydrochloride (9CI) (CA INDEX NAME) 




HO 



• HC1 



RN 666750-59-0 CAPLUS 
CN Piperidine. 

l-acetyl-4- [3- (3 , 4 -dimethoxyphenyl) -5,6-dihydro-4-methyl-6-oxo- 
1(4HJ -pyridazinyl)- (9CI) (CA INDEX NAME) 



• 2 HC1 



RN 666750-62-5 CAPLUS 

CN 2.3-Piperazinedione, 1- [ [4 - (3- (3. 4 -dimethoxyphenyl) -5. 6 -dihydro- 6-oxo- 
l(4H) -pyridazinyl] -l-piperidinyl] carbonyl) -4-ethyl- (9CI) (CA INDEX 

NAME) 



Habte 
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r 



RN 6667S0-63-6 CAPLUS 

CN Piperazine, 1- ( [4 - 13 - (3 , 4 -dimethoxyphenyl) -5, 6-dihydro-6-oxo-l (4H) - 

pyridazinyl) -1-piperidinyl] carbonyl] -4-raethyl-, monohydrochloride (9CI) 
(CA INDEX NAME) 





> HC1 



RN 666750-65-8 CAPLUS 

CN Morpholine, 4- ( [4- [3- (3, 4 -dimethoxyphenyl) -5, 6-dihydro-6-oxo- 1 (4H) 
pyridazinyl) -1-piperidinyl] acetyl] -, monohydrochloride (9CI) (CA 
NAME) 



RN 666750-64-7 CAPLUS 

CN Piperidine, 4- (3- (3, 4 -dimethoxyphenyl) -5, 6 -dihydro-6-oxo- 1 (4H) - 

pyridazinyl] -1-1 [S- (dimethylamino) -1-naphthalenyl] eulfonyl] - (9CI) (CA 
INDEX NAME) 




■O 



• HCl 

RN 666750-66-9 CAPLUS 

CN Piperidine, 4- (3- (3 , 4 -dimethoxyphenyl ) -S, 6 -dihydro-6-oxo-l <4H) - 

pyridazinyl] -1- [ (4 -methylphenyl) oulfonyl] - (9CI) (CA INDEX NAME) 
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RN 666750-67-0 CAPLUS 

CN Piperidine. 4- [3 - (3, 4 -dimethoxyphenyl) -5, 6-dihydro-6-oxo- 1 (4H) - 
pyridazinyl) -1- (methylsulfonyl) - (9CI) (CA INDEX NAME) 




= S~ M 




RN 666750-70-S CAPLUS 

CN Piperidine, 4- {3- (3, 4 -dimethoxyphenyl) -5, 6-dihydro-6-oxo-l (4H) - 

pyridazinyl] -1- [ (4 -methoxyphenyl) oulfonyl] - (9CI) (CA INDEX NAME) 




RN 6667S0-68-1 CAPLUS 

CN Piperidine, l- [ (4 -chlorophenyl) eulfonyl] -4- [3- (3, 4 -dimethoxyphenyl) -5,6- 
dihydro-6-OXO-l(4H) -pyridazinyl] - (9CI) (CA INDEX NAME) 



RN 666750-71-6 CAPLUS 

CN Piperidine, 4- {3 - (3, 4 -dimethoxyphenyl) -5, 6-dihydro-6-oxo-l (4H) - 
pyridazinyl] -1- (phenyleulf onyl) - (9CI) (CA INDEX NAME) 




RN 666750-69-2 CAPLUS 

CN Piperidine, 4- [3- (3, 4 -dimethoxyphenyl ) -S, 6 -dihydro-6-oxo-l (4H) - 
pyridazinyl] - 1 - ( (phenylmethyl )sulf onyl] - (9CI) (CA INDEX NAME) 




RN 666750-72-7 CAPLUS 

CM Piperidine, 4- [3- (3 ,4 -dimethoxyphenyl) -5, 6-dihydro-6-oxo-l (4H) - 

pyridazinyl] -1- [(2. 5 -dimethoxyphenyl) eulfonyl] - (9CI) (CA INDEX NAME) 
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RN 666750-74-9 CAPLUS 

CN Piperidine, 4- {3- (3, 4-dimethoxyphenyl) -5, 6-dihydro-6'-oxo- 1 <4H) 
pyridazinyl] -l- (2-thienylBulfonyl) - (9CI) (CA INDEX NAME) 




RN 666750-75-0 CAPLUS 

CN Piperidine, 4- t3 - (3 , 4-dimethoxyphenyl ) -5, 6-dihydro-6-oxo-l (4H) - 

pyridazinyl} -1- EI2- f luorophenyl) sulfonyl] - (9CI) (CA INDEX NAME) 



RN 666750-77-2 CAPLUS 

CN l-Piperidinesulfonaraide, 4- [3- (3, 4-dimethoxyphenyl ) -5, 6-dihydro-6-oxo- 
1(4H) -pyridazinyl) -N, N-dimethyl- (SCI) (CA INDEX NAME) 




RN 666750-78-3 CAPLUS 

CN Piperidine, l-benzoyl-4- [3 - (3, 4-dimethoxyphenyl ) -5, 6 -dihydro-6-oxo-l (4H) - 
pyridazinyl)- (9CI) (CA INDEX NAME) 
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ff 

r 




RN 666750-79-4 CAPLUS 

CN Piperidine, 4- (3- (3, 4-dimethoxyphenyl) -5,6 -dihydro-6-oxo-l (4H) - 
pyridazinyl) - 1- (3-pyridinylcarbonyl) - (9CI) (CA INDEX NAME) 




OMe 



RN 666750-80-7 CAPLUS 

CN Piperidine. 4- {3 - (3 , 4 -dimethoxyphenyl) -5, 6-dihydro-6-oxo- 1 <4H) - 
pyridazinyl] -1- (2,4,6- trichlorobenzoyl) - (9CI) (CA INDEX NAME) 




RN 666750-81-8 CAPLUS 

CN l-Piperidinecarboxamide, 4- [3- (3, 4-dimethoxyphenyl) -5, 6-dihydro-6-oxo- 
1(4H) -pyridazinyl I -N- (1, 1-dimethylethyl) - (9CI) (CA INDEX NAME) 
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ff 




RN 666750-82-9 CAPLUS 
CN 1-Piperidineacetamide, 

4- [3- (3, 4 -dimethoxyphenyl) -5, 6-dihydro-6-oxo- 1 (4H) - 

pyridazinyl) -N, N-dimethyl-. monohydrochloride (9CI) (CA INDEX NAME) 



ff 




• HC1 



RN 666750-83-0 CAPLUS 

CN Piperazine, l- [ [4 - (3- (3 . 4 -dimethoxyphenyl ) -5, 6-dihydro-6-oxo-l (4H> - 

pyridazinyl] -l-piperidinyl] acetyl] -4 -methyl-, dihydrochloride (9CI) (CA 
INDEX NAME) 



Habte 
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• 2 HC1 



RN 666750- 84-1 CAPUTS 

CN Piperldine, 4 - [3- (3 , 4-dimethoxyphenyl) -s, 6-dihydro-6-oxo-l (4H) - 

pyridazinyl) -l- [ [4 - (4-pyridinyl) - 1-piperazinyl) acetyl] dihydrochloride 
(9CI) (CA INDEX NAME) 



OMe 




OMe 



• 2 HCl 



RN 666750-85-2 CAPLUS 

CN Piperidine, 4- 13- (3. 4-dimethoxyphenyl) -5, 6-dihydro-6-oxo-l (4K) - 
pyridazinyl) -1- [ [4- (2-methoxyphenyl ) - 1-piperazinyl) acetyl) -, 
dihydrochloride (9CI) (CA INDEX NAME) 
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OMe 



• 2 HCl 



RN 666750-86-3 CAPLUS 

CN Piperidine, 4- [3- (3, 4-dimethoxyphenyl) -5, 6 -dihydro-6 -oxo- 1 (4H) 
pyridazinyl} -l- [ [4- (diphenylmethyl) -l-piperazinyl) acetyl) -, 
dihydrochloride (9CI) (CA INDEX NAME) 




CHPh2 



#2 HCl 

IT 666750-88-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of piperidinylpyridazinonea as phosphodiesterase PDE4 or 

PDE3/4 

inhibitora) 
RN 666750-88-5 CAPLUS 
CN Piperidine, 

1- (chloroacetyl) -4- (3- (3, 4-dimethoxyphenyl) -5, 6-dihydro-6-oxo- 
1(4H) -pyridazinyl) - (9CI) (CA INDEX NAME) 
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Habte 



AB The l,2-dihydro-2-(l-oxidopiperidin-4-yl)phthalazin-2-one derive. {I; Rl, 
R2 - H, CI -4 alkyl; or Rl and R2 together and with inclusion of the two 
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carbon atoms, to which they are bonded, form a group eelected from 
cyclohexane-l,2-diyl or 4-cyclohexene-l,2-diyl; R3 - a Ph deriv. of 
formulae Q or Qlj R4 - Cl-4 alkoxy or Cl-4 alkoxy which ia completely or 
predominantly aubatituted by fluorine; R5 - Cl-B alkoxy, C3-7 

cycloalkoxy, 

C3-7 cycloalkylmethoxy, Cl-4 alkoxy which ia completely or predominantly 
substituted by fluorine; R6 - Cl-4 alkoxy. C3-S cycloalkoxy, C3-5 
cycloalkylmethoxy, Cl-4 alkoxy which is completely or predominantly 
substituted by fluorine; R7 - Cl-4 alkyl; RB - H, Cl-4 alkyl; or wherein 
R7 and R8 together and with inclusion of the two carbon atoms, to which 
they are bonded, form a spiro- linked 5-, 6- or 7- member ed hydrocarbon 
ring, optionally interrupted by an oxygen or sulfur atom; R9 - 
(CH2)raS02R10, (CH2)nCORll, - (CH2 ) p-Z- (CH2) q-R14 ; wherein RIO, Rll - 
N(R12)R13; R12, R13 - H, Cl-7 alkyl, C3-7 cycloalkyl, C3-7 
cycloalkylmethyl; or NR12R13 together forms a 4-roorpholinyl-, 
1-pyrrolidinyl-, 1-piperidinyl - or a l-hexahydroazepinyl ring; Z - a 

bond, 

O, CO, CONH. HHCO. S02 ; R14 ■ H, OH. Cl-4 alkoxy. hydroxy- C2- 4 alkoxy. 
Cl-4 alkoxy- Cl -4 alkoxy, Cl-4 alkoxycarbonyl, (un) substituted 
aminocarbonyl, etc.; m. n, p, q - an integer from l to 4} and the salts 

of 

these compds. are prepd. These compds. are novel effective P0E4 
inhibitors and useful for treating an illness treatable by the 
administration of a PDE4 inhibitor in a patient, in particular airway 
disorders. Thus, a soln. of 1.2 g 2- [4- I (4aS,8aR) -4- {3,4- 

Dimethoxy) phenyl] -l-oxo-4a, 5, 8, 8a -tetrahydro- lH-phthalazin-2-yl] piperidin- 

1- yl-2H-acetamide hydrochloride in 100 mL CH2C12 was washed with aq. 

sotd. 

NaHC03 soln., dried over anhyd. MgS04, cooled to 0 s , treated with 
0.6 g 3-chloroperbenzoic acid (701 purity), and stirred for 60 rain to 
give, after workup and silica gel chromatog. and crystn. from EtOAc, 

2- {4- [ (4aS,8aR) -4- (3, 4 -Dimethoxyphenyl ) - l-oxo-4a, 5 , 8 , Ba - tetrahydro- 1H - 
phthalazin-2-yl] -l-oxypiperidin-l-yl]acetamide (II). II and 

2- [4- ( (4aS , BaR} -4- (3, 4 -Dimethoxyphenyl) -l-oxo-4a, 5, 8, Ba- tetrahydro- 1H- 
phthalazin-2-yl] - l-oxypiperidin-l-yl J -N-isopropylacetamide showed 
-logiC50 

(mol/li) of 8.31 and 9.3, reap., against PDE4 . 
IT 3B0226-97-1P 380227- 13 - 4 P, (4AS, 8aR> -4 - (3, 4 - 

Diethoxyphenyl ) -2-piperidin-4-yl-4a, 5,8, 6a -tetrahydro- 2H-phthalazin- l -one 
hydrochloride 449760-40-1P 449760-44-5P 
66673S-60-0P 66674B-S5-6P 666748 -56 -7P, 

(4AS , BaR) -4- (3. 4 -Dimethoxyphenyl) -2-piperidin-4 -yl -4a, S, 6 , 7. 8. Ba-hexahydro- 
2H-phthalazin- l-one hydrochloride 

Rl>: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of piperidine N-oxide derive, as 
phosphodiesterase 4 { PDE4 ) inhibitors for treating airway disorders) 
RN 380226-97-1 CAPLUS 

CN 1{2H) -Phthalazinone. 4- (3, 4 -dimethoxyphenyl) -4a, 5. B. 8a-tetrahydro-2- (4- 
piperidinyl) -, monohydrochloride, (4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 12 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




• HC1 



RN 380227-13-4 CAPLUS 

CN 1(2H) -Phthalazinone, 4 - (3 . 4 -diethoxyphenyl) -4a, 5, 8, Ba- tetrahydro- 2- (4 - 
piperidinyl)-, monohydrochloride. (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 449760-40-1 CAPLUS 

CN l-Piperidineacetamlde, 4- [ (4aS, BaR) -4- (3 , 4 -dimethoxyphenyl) -4a, 5,8,8a- 

tetrahydro- 1 -oxo-2 (1H) -phthalazinyl] -N- (1-methylethyl) - (9CI) (CA INDEX 
NAME) 



L4 ANSWER 12 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Absolute stereochemistry. 




RN 449760-44-5 CAPLUS 

CN l-Piperidineacetamide, 4- [(4aS,BaR) -4- (3, 4 -dimethoxyphenyl) -4a, 5, 8,8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyl] monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




• HCl 



RN 666735-60-0 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- <2.3-dihydro-7-raethoxy-2,2-diraethyl-4-benzofuranyl) - 

4a, 5, 8, Ba- tetrahydro- 2- (4 -piperidinyl) -. monohydrochloride, 
(4aR,8aS) -rel- 

(9CI) (CA INDEX NAME) 
Relative atereochemistry . 



L4 ANSWER 12 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




• HCl 

RN 666748-55-6 CAPLUS 
CN l-Piperidineacetamide, 

4 - ( (4aS . BaR) -4 - (3 , 4 -dimethoxyphenyl ) -4a, 5,6,7,8,8a- 

hexahydro-l-oxo-2(lH) -phthalazinyl J -, monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




• HCl 



RN 666748-56-7 CAPLUS 
CN l(2H) -Phthalazinone. 

4- ( 3, 4 -dimethoxyphenyl) -4a, 5,6. 7, 8. ea-hexahydro- 2- (4- 

piperidinyl)-, monohydrochloride. (4aS,8aR)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 



IT 6668S4-35-9P 666854-37-1P 666B54-40-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PRSP (Preparation) ; USES 
(Uaea) 

(preparation of piperidine N-oxide derive, as phosphodiesterase 4 

( PDE4 ) 

inhibitors for treating airway disorders) 
RN 666854-35-9 CAPLUS 

CN 1-Piperidineacetamide, 4- {(4aS,8aR) -4- (3, 4-dimethoxyphenyl) -4a, 5, 8,8a- 
tetrahydro-l-oxo-2(lH) -phthalazinyl] -, l-oxide (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 666854-37-1 CAPLUS 



L4 ANSWER 12 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

CN 1-Piperidineacetamide, 4- [ (4eS,8aR) -4- (3. 4-dimethoxyphenyl) -4a. 5. 8, 8a- 

tetrahydro-l-oxo-3(lH)-phthalazinyl] -N- (1 -methyl ethyl) -, l-oxide (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 




RN 666654-40-6 CAPLUS 
CN l-Piperidineacetamide, 

4- l(4aS,BaR) -4- (3, 4-dimethoxyphenyl) -4a. 5, 6 , 7. 8, Be- 

hexahydro-l-oxo-2(lH) -phthalazinyl] -. l-oxide (9CI) (CA INDEX NAME) 



Absolute stereochemiotry. 




IT 66674B-54-5 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reactant; preparation of piperidine N-oxide derive, as 
phosphodiesterase 4 

(PDE4) inhibitors for treating airway disorders) 
RN 666748-54-5 CAPLUS 



L4 ANSWER 12 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN l-Piperidineacetamide, 

4- ((4aS.8aR) -4- (3. 4-dimethoxyphenyl) -4a. 5, 6. 7, 8. 8a- 

hexahydro-l-oxo-2(lH) -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




THIS 
FORMAT 



THERE ARE 10 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



L4 ANSWER 13 OP 22 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR(S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



CAPLUS COPYRIGHT 2007 ACS on STN 
2004:182862 CAPLUS 
140:217665 

Preparation of piperidinylphthalazinone derivatives 
PDE4 inhibitors 

Hatzelmann. Armin; Barsig. Johannes; Marx, Degenhard; 
Kley, HanB-Peter; Christiaano, Johannes A. M. ; Menge. 
Wiro M. P. B.; Sterk, Geert Jan.- Weinbrenner, steffen 
Altana Pharma A.-G., Germany 
PCT Int. Appl . . 46 pp. 
CODEN: PIXXD2 
Patent 
English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 2004018449 Al 20040304 WO 2003-EP6673 20030806 
WO 2004018449 A8 20040506 

AE, AL, AU, BA, BR, CA, CN, CO, DZ, EC, GE. HR, ID, IL, IN, IS, 

PH. PL, SG, TN, UA, US, VN. 



JP, KR, LT, LV, MA, MK, MX, NO, 

YU, ZA, ZW 

RW: AM, AZ, BY. KG. KZ, MD, RU, TJ, TM, AT, BE, BG, 

DK, BE, ES. PI, PR, GB, GR, HU, IE, IT, LU, MC, 

SI, SK, TR 

AU 2003255376 Al 20040311 AU 2003-255376 

PRIORITY APPLN. INFO.: EP 2002-17979 



CY, CZ, DE, 
PT, RO, SE, 



20030806 
20020810 



WO 2003-EP8673 



W 20030806 



OTHER SOURCE (S) : 



MARPAT 140:217665 



• STRUCTURE DIAGRAM TOO LARGE POR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compound I (Rl, R2 ■ H or together form an addnl. bond; R3 - 

benzene derivative Ql or Q2; R4 - (substituted) arylsulfonyl ; R5 - alkoxy 

or 

polyf luoroalkyoxy; R6, R7 - (cyclo) alkoxy, cycloalkylmethoxy, or 
polyf luoroalkyoxy; RB - alkyl; R9 • H or alkyl; or R7 and RB together 

with 

the 2 intervening C atoms form a spiro-linked 5-, 6- or 7-membered 
hydrocarbon ring, optionally interrupted by O or s] were prepared as PDE4 
inhibitors. Thus, reaction of (4aS, 8aR) -4- (3 . 4-dimethoxyphenyl) -2 - 
piperidin-4-yl-4a, 5. 8.8a-tetrehydro-2H-phthalazin-l-one hydrochloride 
(preparation given) with naphthalene- l-su If onyl chloride gave compound 
II. The 

prepared compds. inhibited PDB4 with -log(lC50) i 8.8. 
IT 666737-07-1P 666737-09-3P 666737-10-6P 
666737-11-7P 666737-12-8P 666737-13-9P 
666737-14-0P 666737-15-1P 666737-16-2P 
666737-17-3P 666737-18-4P 66G737-19-SP 
666737-20-8P 666737-21-9P 666737-22-0P 
666737-23-1P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 

Habte 02/09/2007 
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(Therapeutic use); BIOL (Biological atudy) ; PREP (Preparation); USES 
(Usee) 

(prepn. of piperidinylphthalazinone derivo. as PDE4 inhibitors) 
RN 666737*07-1 CAPLUS 

CM Piperidine, 4- { (4aS,8aR) -4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a- tetrahydro- l - 
oxo-2(lH) -phthalazinyl) -1- (l-naphthalenylsulfonyl) - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 




RN 666737-09-3 CAPLUS 

CN Piperidine. 4- [ (4aS, BaR) -4 - (3 , 4 -dimethoxyphenyl ) -4a, 5. 8 , 6a -tetrahydro- 1 - 
oxo-2(lH) -phthalazinylj-l-((phenylmethyl) sulfonyl]- (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 



L4 ANSWER 13 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




O O 



RN 666737-10-6 CAPLUS 

CN Piperidine, 1- [ (5-chloro-l. 3-dimethyl- lH-pyrazol-4 -yl) sulfonyl] -4- 

[(4aS,8aR) -4 - (3 , 4 -dimethoxyphenyl > -4a, 5, 8 , Sa -tetrahydro- 1-oxo- 2 ( 1H) - 
phthalazinyl] - (9CI) (CA index name) 

Absolute stereochemistry. 



H 




H 



OMe 



RN 666737-11-7 CAPLUS 

CN Piperidine, 4- ( (4aS, BaR) -4- (3 , 4 -dimethoxyphenyl ) -4a, 5, 8, Ba -tetrahydro- 1- 
OXO-2(lH) -phthalazinyl] -1- (8-quinolinylsulfonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 13 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 666737-12-8 CAPLUS 

CN Piperidine, 4- ( (4aS. BaR) -4- (3 , 4 -dimethoxyphenyl) -4a, 5, 8, 8a -tetrahydro- 1- 
OXO-2UH) -phthalazinyl] -1- (2-thienylsulfonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 666737-13-9 CAPLUS 

CN Piperidine, 4- ( (4aS. BaR) -4 - (3. 4 -dimethoxyphenyl ) -4a, 5, 8, 8a- tetrahydro- 1- 
oxo-2 (1H) -phthalazinyl] -1- ( (3. S-dimethyl-4-ieoxazolyl) sulfonyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 13 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 666737-14-0 CAPLUS 

CN Piperidine, 1- [ (5-chloro-2-thienyl) sulfonyl] -4- { (4aS, BaR) -4- (3, 4- 

dimethoxyphenyl) -4a, S, 8. Ba-tetrahydro-l-oxo-2 (1H) -phthalazinyl] - (SCI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 666737-15-1 CAPLUS 

CM Piperidine , 4 - { (4aS, 8aR) -4 - (3 , 4 -dimethoxyphenyl ) -4a. 5, 8 , 6a -tetrahydro- 1 • 
oxo-2(lH) -phthalazinyl] -1- ( (2- (trif luoromethoxy) phenyl] sulfonyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 666737-16-2 CAPLUS 

CN 3-Thiophenecarboxylic acid, S- [ [4- ( (4aS,8aR) -4- (3, 4-dimethoxyphenyl) - 

4a, 5, 8, 8a -tetrahydro- l-oxo-2 (1H) -phthalazinyl) -1-piperidinyl] sulfonyl] -4- 
methoxy-, methyl eater <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 666737-17-3 CAPLUS 

CN Piperidine , 4 - t (4aS , 8aR) - 4 - (3 , 4 -dimethoxyphenyl ) -4a , 5 , 8 , 8a- tetrahydro- 1 - 
oxo-2(lH) -phthalazinyl] -l- { [4 - (phenylsulfonyl) -2-thienyl] sulfonyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 666737-20-8 CAPLUS 

CN Piperidine, 1- i (4, S-dichloro-2-thienyl) sulfonyl} -4 - [ (4aS, 8aR) -4- (3.4- 
dimethoxyphenyl) -4a, S, 8. 8a- tetrahydro- l-oxo-2 (1H) -phthalazinyl) - (SCI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 666737-21-9 CAPLUS 
CN Piperidine, 

1- I (5-chloro-3-raethylbenzo(b) thien-2-yl) sulfonyl] -4- [ (4aS, 8aR) - 

4- (3, 4 -dimethoxyphenyl) -4a, S, 8, Bs-tetrahydro- l-oxo-2 (1H) -phthalazinyl] 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 13 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 666737-18-4 CAPLUS 

CN Benzamide, N- ( [5- { (4- [ (4aS, 8aR) -4- (3. 4 -dimethoxyphenyl ) -4a. 5, 8. Ba- 
tetrahydro- l-oxo-2 (1H) -phthalazinyl) -1-piperidinyl] sulfonyl] -2- 
thienyl ] methyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 666737-19-5 CAPLUS 

CN Piperidine. 4- ( (4aS. 8aR) -4- (3, 4-dimethoxyphenyl) -4a, 5. 8. Ba-tetrahydro- l 
oxo-2(lH) -phthalazinyl] -1- {(5- (3-isoxazolyl) -2-thienyl] sulfonyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 666737-22-0 CAPLUS 

CN Piperidine, 4- (<4aS,8aR) -4- (3. 4 -dimethoxyphenyl) -4a, 5, 8, 8a -tetrahydro- 1 
oxo-2(lH) -phthalazinyl] -1- [[S- (2-pyridinyl) -2-thienyl] sulfonyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 666737-23-1 CAPLUS 

CN Piperidine, 4- ( (4aS, 8aR) -4 - (3 . 4 -dimethoxyphenyl) -4a, 5. 8. Ba-tetrahydro- 1 
oxo-2(lH) -phthalazinyl) -1- [ [4 - (trif luoromethoxy) phenyl] sulfonyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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IT 3B0226-97-1P 380227-13-4P 666735-60-OP 

RL: RCT {Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of piperidinylphthalazinone derive, as PDE4 inhibitors) 
RN 3B0226-97-1 CAPLUS 

CN 1 (2H) -Phthalazinone. 4- (3, 4 -dimethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro-2- (4 - 
■ piperidinyl) monohydrochloride. (4aS.BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




L4 ANSWER 13 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
piperidinyl)-, monohydrochloride. (4aS.BaR)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 666735-60-0 CAPLUS 
CN 1 (2H) -Phthalazinone, 

4 - (2 , 3 -dihydro- 7 -methoxy-2 , 2 -dimethyl -4 -benzof uranyl ) - 

4a, 5, 8,8a-tetrahydro-2- (4 -piperidinyl) - , monohydrochloride, 

(4aR,8aS)-rel- 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 



• HC1 

380227-13-4 CAPLUS 

l(2H) -Phthalazinone, 4- (3, 4 -diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- (4- 



L4 ANSWER 13 OP 32 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




• HCl 



REFERENCE COUNT: 
THIS 



13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



ANSWER 14 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:182711 CAPLUS 
140:235729 

Preparation of piperidine-substituted pyridazones and 
phthalazoneo as PDE4 inhibitors 

Sterk, Geert Jan; Hatzelmann, Armin; Marx, Degenhard; 

Kley, Hans -Peter; Menge, Wiro M. P. B. 

Altana Pharma A.-G., Germany 

PCT Int. Appl., 65 pp. 

COD EN: PIXXD2 

Patent 

English 



PATENT NO. 



APPLICATION NO. 



WO 


2004017974 




Al 




20040304 


WO 2003- 


EP8724 




20030806 




W: AE, 


All, 


AU, 


HA, 


BR, 


CA, CN, 


CO, DZ, EC. 


GE, HR, 
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IL, IN, IS. 




JP, 
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LT, 
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RW: AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, RU. 


TJ, TM, AT, 


BE, BG, 


CH, 
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PT. RO, SB, 
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SK, 


TR 
















CA 


2494634 






Al 




20040304 


CA 2003- 


2494634 




20030806 


AU 


2003260376 




Al 




20040311 


AU 2003- 


260376 




20030806 


EP 


15S6049 






Al 




20050727 


EP 2003- 


792267 




20030806 




R: AT. 


BE, 


CH, 


DB. 


DK, 


ES, FR, 


GB, GR, IT, 
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NL, 


SB, MC, PT, 




IE, 


SI, 


LT, 


LV, 


VI. 


RO, MK, 


CY, AL, TR, 


BO, CZ, 


EE, 


HU, SK 


JP 


2005538140 




T 




20051215 


JP 2004- 


53 0096 




20030806 


US 


2006094710 




Al 




20060504 


US 2005- 


S231U 




20051003 



PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 



EP 2002-17977 
WO 2003-EP8724 



A 20020810 



W 20030806 



MARPAT 14 0:235729 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB Title compds. I (Rl-2 - H, alkyl, etc.; R3 - substituted Ph. etc.; R9 - 
naphthyl. pyrazinyl. pyridazinyl. etc.] are prepared For instance, 

(4aS.8aR) -4- (3,4-Dimethoxyphenyl) -2-piperidin-4-yl -4a, 5, 8, 8a-tetrahydro-2H- 
phthalazin-l-one hydrochloride (preparation given) is reacted with 
methanesulfonylacetic acid (CH2C12, Et3N) to give II. Compds. of the 
invention have pICSO 2 9 for the PDE4 receptor. I are useful for 
the treatment of airway disorders. 

IT 666851-01-OP, (4AS,8aR) -2- U- (3- (3 -arainoethanesulf onyl ) propanoyl) p 

iperidin-4-yl} -4- (3.4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-3H-phthalazin- 
l-one 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of. piperidine-substituted pyridazones and phthalazonea 
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inhibitors) 

RN 666851-01-0 CAPLUS 
CN piperidine, 

1- [3- ( (3- aminoethyl )aul£bnyl] - 1 - oxopropy 1 ] -4- ( (4aS, SaR) -4- (3,4- 

dimethoxyphenyl) -4a, 5,8. Ba-tetrahydro- l-oxo-2 (1H) -phthalazinyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




O 



IT 380227-17-BP, UAS.BaR) -2- [1- [3- [ (2 -Aminoethyl ) eulf anyl] propanoyl] 

piperidin-4 -yl] -4 - (3, 4 -dimethoxyphenyl) -4a, 5, 8 , Ba - tetrahydro- 2H • phthalozin - 
1-one 666850-88-OP, (4AS, BaR) - 4 - (3 , 4 -Dicnethoxyphenyl )-2-[l-[[2- 
(methanesulfonyl) ethane] carbonyl)piperidin-4-yll -4a, 5, B, 8a-tetrahydro-2H- 
phthalazin- 1-one 666B50-90-4P, (4AS. SaR) -2- {1- [2- (Benzofuran-2- 
yl) - 2 -oxoethyl] piperidin-4 -yl] -4- (3 . 4-dimethoxyphenyl) -4a, 5, 8, Ba- 
tetrahydro-2H-phthalazin- 1-one 666850- 93 -7P. 

<4AS,BaR) -2- [1- [4- (Benzimidazol - 1 -yl) benzyl ] piperidin-4 -yl] -4- (3,4- 
dimethoxyphenyl) -4a, 5, 8, 8a- tetrahydro-2K-phthalazin- 1-one hydrochloride 

666850- 96-0P 666B50-99-3P 666851 - 03 - 3P. 

(4AS , SaR) -4- (3,4-Dimethoxyphenyl) -2- [1- [2- [ (2-oxo-l, 2-dihydroquinolin-6- 
yl) oxy) ethanoyl] piperidin-4 -yl] -4a, 5, B, Ba-tetrahydro- 2H-phthalazin- l -one 

666851- 05-4P. (4AS,8aR) -4- (3, 4 -Dimethoxyphenyl) -2- [1- [4- I (2-oxo- 

l,2-dihydroquinolin-6-yl)oxy] butanoyl} piperidin-4 -yl) -4a, 5, 8, 8a-tetrahydro- 
2H-phthalazin- 1-one 666851-07-6P, (4AS, SaR) -2- II- [2- (2- 
Aminoethoxy) ethyl) piperidin-4 -yl) -4- (3 , 4-dimethoxyphenyl ) -4a, 5, 8,8a- 
tetrahydro-2H-phthalazin- 1-one dihydrochloride 666851-10-1P, 
(4AS,8aR) -4- (3,4-Dimethoxyphenyl) -2- (1- (2-methoxyethyl)piperidin-4-yl) - 
4a, 5, 8, 8a -tetrahydro-2H-phthalazin- 1-one hydrochloride 
666851-12-3P, (4AS,8aR) -4- (3 . 4 -Dimethoxyphenyl ) -2- [1- (2- 
methylsulfanylethyl) piperidin-4 -yl] -4a, 5, 8, 8a-tetrahydro-2H-phthalazin-l- 
one hydrochloride 666851-15-6P, (4AS, SaR) -4- (3 , 4- 

Dimethoxyphenyl ) -2 - 1 1 - f 2 - (roethaneaulf onyl ) ethyl J piperidin-4 -yl] -4a , 5, 8 , 8a- 
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tetrahydro-2H-phthalezin-l-one hydrochloride 666851-17-8P. 

(4AS.8aR) -4- (3,4-Dimethoxyphenyl) -3- [1- 13- (2-hydroxyethoxy) ethyl Ipiperidin- 
4-yl] -4a, 5. 8. 8a-tetrahydro-2H-phthalazin-l-one 666851- 19-0P, 
6- [4- [4- [3- (3,4-Dimethoxyphenyl) -6-oxo-5. 6-dihydro-4H-pyridazin- l- 
yljpiperidin-l-yl] -4-oxobutoxy] -lH-quinolin-3-one 666851-37-3P, 
(4AS,8aR) -2- (1- (2- (2-Aminoethoxy) ethyl J piperidin-4 -yl] -4- (3.4- 
diraethoxyphenyl) -4a. 5, 8, 8a-tetrahydro-2H-phthalazin-l-one 
RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USBS 
(Uses) 

(prepn. of piperidine-substituted pyridazonea and phthalazones as PDE4 
inhibitors) 
RN 380227-17-8 CAPLUS 

CN Piperidine, 1- {3- [ (2 -aminoethyl ) thio] -1-oxopropyl] -4- [ (4aS,8aR) -4- (3,4- 
dimethoxyphenyl) -4a, 5, 8, Ba-tetrahydro- l-oxo-2 (1H) -phthalazinyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 666850-88-0 CAPLUS 

CN Piperidine. 4- { (4aS, SaR) -4- (3 , 4 -dimethoxyphenyl) -4a, 5, 8, Ba-tetrahydro- 1- 
oxo-2 (1H) -phthalazinyl) -1- (3- (methylsulf onyl) -1-oxopropyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 666850-90-4 CAPLUS 
CN 1(2H) -Phthalazinone. 

2- (1- [2- (2-benzofuranyl) -2 -oxoethyl] -4 -piperidinyl) -4- 

(3, 4-dimethoxyphenyl) -4a. 5. 8. Ba-tetrahydro-. (4aS.8aR)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 666850-93-7 CAPLUS 

CN l(2H) -Phthalazinone. 2- (l- t (4- (lH-benzimidazol-l-yl) phenyl J methyl) -4- 
plperidinyl] -4- (3. 4 -dimethoxyphenyl) -4a, S. 8, 8a- tetrahydro- , 
monohydrochlorlde. (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 



RN 666850-96-0 CAPLUS 

CN 2H-l,4-Benzoxazin-3 (4H) -one. 6- [ [4- I (4aS, SaR) -4 - (3, 4 -dimethoxyphenyl) - 
4a, 5, 8, 8a- tetrahydro- l-oxo-2 (1H) -phthalazinyl] -l -piperidinyl) acetyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 666850-99-3 CAPLUS 

CN 4 -Morphol inecarboxami.de, N- (3- ( (3- (4- ( (4aS, SaR) -4- (3, 4-dimethoxyphenyl) • 
4a, 5, 8. 8a- tetrahydro- l-oxo-2 (1H) -phthalazinyl) -1 -piperidinyl] -3- 
oxopropyl Jsulf onyl] ethyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 666851-03-3 CAPLUS 
CN Piperidine, 

1- [ [ (1, 2-dihydro-2-oxo-6-quinolinyl)oxy] acetyl) -4- [ (4aS, 8aR) -4- 

(3. 4-dimethoxyphenyl) -4a, 5, 8. 8a-tetrahydro-l-oxo-3 (1H) -phthalazinyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




666851-05-4 CAPLUS 

Piperidine, 1- (4- ( (1, 2-dihydro-2-oxo-6-quinolinyl)oxy] -1-oxobutyl] -4- 
( (4aS,BaR) -4- (3. 4-dimethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro-l-oxo-2 (1H) - 
phthalazinyl]- (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 



r 




RN 666851-07-6 CAPLUS 

CN 1 (2H) -Phthalazinone, 3- [1- (3- (2-aminoethoxy)ethyl) -4-piperidinyl] -4- (3,4- 
dimethoxyphenyl)-4a.S,8,8a-tetrahydro-. dihydrochloride. (4aS.8aR)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 666851-10-1 CAPLUS 
CN 1 (2H) - Phthalazinone, 

4- (3, 4-dimethoxyphenyl) -4a, 5, 8, Ba-tetrahydro-3- 11- (2- 

methoxyethyl) -4-piperidinyl} -, monohydrochloride, (4aS,BaR)- 
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INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 666851-13-3 CAPLUS 
CN 1(3H) -Phthalazinone. 

4- (3, 4-dimethoxyphenyl) -4a, 5,8. 8a-tetrahydro-3- (1- (2- 

(methylthio) ethyl) -4-piperidinyl) -, monohydrochloride. (4aS,8aR)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 666651-15-6 CAPLUS 
CN 1(2H) -Phthalazinone. 

4- (3. 4-dimethoxyphenyl) -4a, 5. B. Ba-cetrabydro-2- [l- [2- 
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(methylsulfonyl) ethyl) -4-piperidinyl) monohydrochloride, (4aS,8aR)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry- 




• HC1 • 



RN 666851-17-8 CAPLUS 
CN 1{2H) -Phthalazinone. 

4- (3.4-diraethoxyphenyl) -4a, S. 8 . 8a-tetrahydro-2- [l- [2- 

(2 -hydroxy ethoxy) ethyl] -4-piperidinyl] -, (4aS.BaR)- (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 




RN 666851-19-0 CAPLUS 

CN Piperidine. 1- [4- ( (1, 2-dihydro-2-oxo-6-quinolinyl)oxy) -l-oxobucyl] -4- J3- 
(3.4-dimethoxyphenyl)-5.6-dihydro-6-oxo-l(4H)-pyridazinyl)- (9C1) (CA 
INDEX NAME) 
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OMe 



RN 666851-37-2 CAPUJS 

CN l (2H) -Phthalazinone, 2- [l- [2- (2-aminoethoxy) ethyl} -4-piperidinyl) -4- (3,4- 
dimethoxyphenyl)-4a,5.B,8a-tetrahydro-, <4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute otereochemistry . 




IT 380226-97-1P. (4AS,8aR>-4- (3 , 4 -Dimethoxyphenyl ) -2- (piperidin-4 -yl ) - 
4a, 5,8, Ba-tetrahydro-2H-phthalazin-l-one hydrochloride 
3B0227-13-4P, (4AS,8aR) -4- {3 , 4 -Diethoxyphenyl ) -2 -piperidin-4 -yl - 
4a, 5, 8, 8a-tetrahydro-2H-phthalazin-l-one hydrochloride 
666735-60-0P 666750-56-7P, 6- ( 3. 4 -Dimethoxyphenyl )- 5- 

methyl-2- (piperidin-4-yl) -«, 5-dihydro-2H-pyridazin-3-one hydrochloride 
666750-57-BP, 6 - (3 , 4 -Dimethoxyphenyl ) -2- (piperidin-4 -yl ) -4,5- 
dihydro-2H-pyridazin-3-one hydrochloride 666750-58-9P, 

6- (7-Methoxy-2,2-dimethyl-2,3-dihydrobenzofuran-4-yl) -2- (piperidin-4 -yl) - 
4, 5-dihydro-2H-pyridazin-3-one hydrochloride 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(preparation of piper idine- substituted pyridazones and phthalazones 

as PDE4 

inhibitors) 
RN 3B0226-97-1 CAPLUS 

CN l (2H) -Phthalazinone. 4- (3, 4 -dimethoxyphenyl) -4a, 5. 8, Sa-tetrahydro-2- (4- 



L4 ANSWER 14 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN 1 (2H) -Phthalazinone, 

4 - ( 2 , 3 -dihydro- 7 -methoxy-2 , 2 -dimethyl - 4 -benzof uranyl ) - 

4a, 5, 8, 8a-tetrahydro-2- (4 -piperidinyl) - , monohydrochloride, 

(4aR.BaS)-rel- 

<9CI> (CA INDEX NAME) 

Relative stereochemistry. 




• HC1 



RN 666750-56-7 CAPLUS 

CN 3 (2H)-Pyridazinone, 6- (3 , 4 -dimethoxyphenyl) -4 , 5-dihydro-S-raethyl -2- (4- 
piperidinyl) monohydrochloride (9CI) (CA INDEX NAME) 
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piperidinyl) -, monohydrochloride, (4aS, 8aR) - . (9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 380227-13-4 CAPLUS 

CN l (2H) -Phthalazinone. 4- (3. 4 -diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- (4- 
piperidinyl) -, monohydrochloride. (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 

RN 666735-60-0 CAPLUS 



L4 ANSWER 14 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




• HC1 



RN 666750-58-9 CAPLUS 
CN 3(2H) -Pyridazinone, 

6- (2, 3 -dihydro-7-raethoxy-2, 2 -dimethyl -4 -benzof uranyl) - 

4, 5-dihydro-2- (4 -piperidinyl)-, monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 

REFERENCE COUNT: ' 4 THERE ARB 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 



• HC1 



RN 666750-57-8 CAPLUS 
CN 3 (2H) -Pyridazinone, 

6- (3, 4 -dimethoxyphenyl) -4. 5 -dihydro- 2- (4 -piperidinyl) 
, monohydrochloride (9CI) (CA INDEX NAME) 
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(phosphodiesterase 4 (PDE4) inhibitor or PDE3/4 inhibitor combination 
with histamine receptor antagonist for treatment of respiratory 
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CAPLUS 



RN 449760-14-9 
CN Piperidine, 

4- [(4aS,8aR) -4- (3 . 4 -diethoxyphenyl ) -4a, 5, 8, 8a-tetrahydro- 1-oxo- 

2{1H) -phthalazinyl] -1- [ (4-methylphenyl) sulfonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-15-0 CAPLUS 
CN Piperidine, 

4- [ (4aS, 8aR) -4- (3 , 4 -diethoxyphenyl ) -4a, 5 , 8 , 6a - tetrahydro- 1 -oxo- 

2 (1H) -phthalazinyl] -1- (methyl sulfonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



WO 2003-EP1876 



W 20030325 



The invention discloses the combined administration of PDE4 or PDEZ/i 
inhibitors and histamine receptor antagonists for the treatment of 
respiratory diseases. 

449760-14-9 449760-15-0 449760-16-1 
449760-17-2 449760-19-4 449760-20-7 
449760-22-9 449760-23-0 449760-24-1 



449760-25-2 449760-26- 
449760-29-6 449760-30- 
449760-40-1 449760-42- 
449760-48-9 449760-49- 
449760-51-4 449760-52- 



449760-28-5 
449760-35-4 
449760-47-8 
449760-50-3 
449760-53-6 



449760-56-9 449760-57-0 449760-58-1 
596102-01-1 596102-07-7 596102-09-9 

RL: PAC (Pharmacological activity) ; THU {Therapeutic use) ; BIOL 



L4 ANSWER 15 OP 23 CAPLUS COPYRIGHT 3007 ACS on STN (Continued) 



L4 ANSWER IS OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



// 

o o 



a 





RN 449760-16-1 CAPLUS 

CN Piperidine, l-acetyl-4- ( (4aS,8aR) -4- (3 , 4 -diethoxyphenyl) -4a, 5, 6,8a- 
tetrahydro- 1-oxo- 2 (1H) -phthalazinyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-17-2 CAPLUS 

CN 1-Piperidinepentanoic acid, 

4- f Mas, BaR) -4 - (3 , 4 -diethoxyphenyl ) - 4a . 5. 8. 8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyl] -6-oxo- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 



RN 449760-19-4 CAPLUS 

CN 1-Piperidinecarboxamide, 4- [ (4aS,6aR) -4- (3. 4 -diethoxyphenyl) -4a, 5,8,8a- 
tetrahydro-l-oxo-2 (1H) -phthalazinyl] -N- (l, 1-dimethylethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




o 



RN 449760-20-7 CAPLUS 

CN 1-Piperidinecarboxamide, 4- { (4aS. BaR) -4 - (3,4 -diethoxyphenyl) -4a, 5,8, 8a- 
tetrahydro-l-oxo-2{lH) -phthalazinyl) -N-phenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-33-9 CAPLUS 

CN l-Piperidinecarboxamide, 4- l(4aR,8aS) -4- (3. 3 -dihydro-7-methoxy-3, 3- 

dimethyl-4-benzofuranyl) -4a, 5, 8, 8a-tetrahydro-l-oxo-3 (1H) -phthalazinyl J -N- 
(1. 1-diraethylethyl) -, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



t-Bul 




RN 449760-33-0 CAPLUS 

CN Piperidine, 4- [ (4aS,8aR) -4- (3,4-dimethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro-l- 
oxo-3UH) -phthalazinyl] -l- { {5- (diraethylamino) -1-naphthalenyl) aulfonyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 3 -A 

I 

OMe 



RN 449760-34-1 CAPLUS 
CN l (3H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-3- [1- (4- 

nitrophenyl) -4-piperidinyl] -, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-35-3 CAPLUS 
CN 1(3H) -Phthalazinone. 

4- (3,4-dimethoxyphenyl) -4a. 5. 8, 8a-tetrahydro-3- (1- (4- 

pyridinylmethyl) -4-piperidinyl) -, (4aS,8aR)- (9CI> (CA INDEX NAME) 

Absolute stereochemistry - 




RN 449760-36-3 CAPLUS 
CN Morpholine , 

4- [ [4- ( UaS.SaR) -4- (3,4-dimethoxyphenyl) -4a, 5, 8. 8a-tetrahydro- 

l-oxo-3(lH) -phthalazinyl) -1-piperidinyl] carbonyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemiatry. 
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RN 449760-38-5 CAPLUS 
CN 1 (3H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-3- [1- (1- 

methyl-lH-pyrazolo(3,4-d)pyriraidin-4-yl) -4-piperidinyl] - (9CI) (CA INDEX 
NAME) 



PAGE 1-A 
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RN 449760-29-6 CAPLUS 

CN l(2H) -Phthalazinone, 4- (3 , 4 -dimethoxyphenyl) -4a. 5. 8, 8a-tetrahydro-2- (l- 
thieno[2,3-d]pyrimidin-4-yl-4-piperidinyl> -. (4aS,8aR)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 2 -A 



RN 449760-30-9 CAPLUS 
CN 1(2H) -Phthalazinone. 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro-2- {1- (2- 
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pyrimidinyl)-4-piperidinyl]-, (4aS.BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. _ 




RN 449760-3S-4 CAPLUS 
CN Morpholine. 

4- [ [4- [(4aS,8aR) -4- (3,4-diethoxyphenyl) -4a . 5, 8. Ba-tetrahydro-1- 

oxo-2(lH) -phthalazinyl] - 1-piperidinyl] carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-40-1 CAPLUS 

CN l-Piperidineacetamide. 4- { (4aS, 8aR) -4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a - 

tetrahydro-l-oxo-2(lH) -phthalazinyl) -N- (1-methylethyl) - (9CI) (CA INDEX 
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NAME) 

Absolute stereochemistry. 




RN 449760-42-3 CAPLUS 

CN 2.3-Piperazinedione, 1- ( (4- [<4aS,8aR) -4- (3 , 4 -dimethoxyphenyl) -4a, 5.8. 8a- 
tetrahydro-l-oxo-2(lH) -phthalazinyl] - 1-piperidinyl] carbonyl} -4 -ethyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-47-8 CAPLUS 
CN Piperidine, 

4- ( (4aS.8aR) -4- (3, 4-diethoxyphenyl) -4a, 5, 8. 8a-tetrahydro-l-oxo- 
2 (1H) -phthalazinyl] -l- (4-pyridinylcarbonyl) - C9CIJ (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-48-9 CAPLUS 

CN 1(2H) -Phthalazinone, 2- U- {2- (4 -amino- 3, 5-dichlorophenyl ) -2-oxoethyl) -4- 
piperidinyl] -4- (3, 4 -dimethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro- . (4aS,8eR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-49-0 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl} -4a , 5, 8 , 8a - tetrahydro- 3 - fl- ( (2- 

oxo- 2H-l-benzopyran- 7 -yl) methyl] -4 -piperidinyl] -, (4aS,8aR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-50-3 CAPLUS 
cn Moxpholine. 

4- [[4- [(4aS,8aR) -4- (3, 4 -dimethoxyphenyl) -4a. 5. 8. 8a-tetrahydro- 

l-oxo-2(lH) -phthalazinyl] -l-piperidinyl)acetyl]- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-51-4 CAPLUS 
CN 1 (2H) - Phthalazinone, 

4- (3 , 4 -dimethoxyphenyl } -4a. 5, 8, Ba-tetrahydro-2- [1- (2- 

phenylethyl) -4-piperidinyl] -. <4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-52-5 CAPLUS 
CN 1(2H) -Phthalazinone. 

4- (3, 4 -dimethoxyphenyl) -4a, 5. 8, 8a-tetrahydro-2- [1- (3- 

pyridinylmethyl) -4 -piperidinyl] -, (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-53-6 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8. Ba-tetrahydro-2- [1- (2- 

pyridinylmethyl) -4 -piperidinyl] -, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-56-9 CAPLUS 
CN l (2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- [1- ( [4- 

(1,2, 3-thiadiazol-4-yl)phenyl]methyl] -4-piperidinyl} - , (4aS,8aR) - (9CD 
(CA INDEX NAME) 

Absolute stereochemistry* 




OMe 



RN 44 9760-S7-0 CAPLUS 

CN Benzoic acid, 4-(((4-{(4aS, BaR) -4 - (3,4 -dimethoxyphenyl ) -4a, 5, 8,8a- 

tetrahydro-l-oxo-2 (1H) -phthalazinyl) -l -piperidinyl] acetyl] amino) -. ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-58-1 CAPLUS 

CN 1-Piperidineacetamide, 4- [(4aS,BaR) -4- (3 , 4 -dimethoxyphenyl) -4a, 5, 8, 8a 
tetrahydro-l-oxo-2(lH) -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 596102-01-1 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a. 5. 8, 8a- tetrahydro-2- [1- (1- 

methylethyl) -4-piperidinyl] - (9CI) (CA INDEX NAME) 
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i-Pr O 

RN 596102-07-7 CAPLUS 
CN Piperidine, 

4- ( (4aS,8aR) -4- (3, 4-diethoxyphenyl) -4a, 5,8. 8a-tetrahydro- 1 -oxo- 

. 2(1H> -phthalazinyl) -1- (4 -morpholinylacetyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 596102-09-9 CAPLUS 
CN Piperidine, 

4- [ (4aS,8aR) -4- (3, 4-diethoxyphenyl) -4a, 5, 8 , 8a-tetrahydro-l-oxo- 

2(1H) -phthalazinyl] -1- [ [4- {2- (dimethylamino) ethyl) -1-piperazinyl] acetyl 3 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Afi Title compds. (I; Rl ■ alkoxy. f luoroalkoxy; R2 - F, Br, CI; R3, R4 « H; 

R3R4 - bond; R5 - alkyl. cycloalkyl. cycloalkylmethyl , alkenyl, alkynyl, 

phenylalkenyl , polycycloalkyl , naphthyl, pyridyl, pyrazinyl, pyridazinyl, 

pyrimidinyl, etc.), were prepared Thus, 
cis-4 - (3-chloro-4-tnethoxyphenyl) - 2- 

piperidin-4 -yl-4a, 5,8, 8a-tetrahydro-2H-phthalazin-l-one (preparation 
given) was 

stirred 16 h with morpholine-4 -carbonyl chloride in pyridine to give 

cis-4- (3-chloro-4-methoxyphenyl) -2- U- (l-morpholin-4-ylmethanoyl) piperidin- 
4-yl) -4a,5.8,8a-tetrahydro-2H-phthalazin-l-one. The latter inhibited 

PDE4 

and PDE7 with -log IC50 - 8.64 and 7.64, reap. 
IT 474122-96-8P 474122-97-9P 474122-98-0P 
474122-99-1P 474123-17-6P 474123-26-7P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) j THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of phthalazinones as phosphodiesterase 4/7 inhibitors) 
RN 474122-96-8 CAPLUS 

CN Morpholine, 4- [ [4- ( (4aR, 8aS) -4- (3-chloro-4-raethoxyphenyl) -4a, 5, 8, 8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyl) - 1-piperidinyl} carbonyl) -, rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 




OMe 




RN 474122-97-9 CAPLUS 
CN Piperidine, 

4- ( (4aR, 8aS) -4- (3-chloro-4-«ethoxyphenyl) -4a. 5,6, 8a-tetrahydro- 

l-oxo-2(lH) -phthalazinyl] -1- { (4-methyiphenyl)sulfonyl] -. rel- 
INDEX NAME) 

Relative stereochemistry. 



R3 R* I 
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RN 474122-98 -0 CAPLUS 

CN Piperidine, 1 -acetyl -4- [ (4aR, 8aS) -4- (3-chloro-4-raethoxyphenyl) -4a, 5,8. 8a - 
tetrahydro-l-oxo-2(lH) -phthalazinyl J rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry . 




RN 474122-99-1 CAPLUS 

CN 1(2H) -Phthalezinone, 4- (3 -chloro-4-methoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- 
[l-(4-pyridinylfflethyl)-4-piperidinyl]-. (4aR. BaS) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
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OMe 



RN 474123-17-6 CAPLUS 
CN Piperidine, 

4- [ (4aR.6aS) -4- (3-chloro-4-methoxyphenyl) -4a, 5, 8, Ba-tetrahydro- 

l-oxo-2 (1H) -phthalazinyl] -l- { (2-oxo-l-imidazolidinyl)carbonylJ rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 474123-26-7 CAPLUS 

CN 1 (2H) -Phthalezinone, 4- (3 -chloro-4-methoxyphenyl) -4a, 5. 8, 8a-tetrahydro-2- 
(l- (4-pyridinylmethyl) -4-piperidinyl] -, hydrochloride, (4aR, 8aS) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 
CN 



• x HC1 

474123-18-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of phthalazinones as phosphodiesterase 4/7 inhibitors) 
474123-18-7 CAPLUS 

1 (2H) -Phthalazinone, 4- (3-chloro-4-methoxyphenyl) -4a, S, 8, Ba-tetrahydro-2- 
(4-piperidinyl)-. (4aR. 8aS) -rel- <9CI) (CA INDEX NAME) 



Relative stereochemistry. 
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/ 



P 

N — N 




R2 Rl I 



AB Piperidinyl benzopyridazine derive. [I; wherein Rl and R3 - H, or 
together 

form an addnl . bond; R3 - substituted benzene, benzopyran derivative; R4 

(Cl-C4)alkoxy, optionally substituted with fluorine J were prepared 
Thus, to 

a solution of 

(4aS. 8aR) -4- (3,4-diethoxyphenyl) -2-piperidin-4-yl -4a. 5, 8 , 8a- 

tetrahydro-2H-phthalazin-l-one hydrochloride (synthetic preparation 
given) and 

p-TaCl in pyridine is stirred to give (4aS, 8aR) -4- (3 , 4-diethoxyphenyl) -3- 

[1- (toluene-4-sulfonyl) -piperidin-4 -yl] -4a, 5, 8, 8a-tetrahydro-2H-phthalazin- 

l-one. The prepared compda. are effective PDE4 inhibitors useful in the 



treatment 


Of 


airway 


disorders . 
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20 
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21 
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23 
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24 
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26 
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27 
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-IP 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of piperidinyl benzopyridazine derive . as PDE4 
inhibitors for 

treatment of airway disorders) 
RN 449760-14-9 CAPLUS 



L4 ANSWER 17 OP 33 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN Piperidine, 

4- [ <4aS, SaR) -4- (3, 4-diethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- 1-oxo- 

2(lH)-phthalazinyl]-l-t(4-methylphenyl)sulfonyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OEt 



RN 449760-15-0 CAPLUS 
CN Piperidine, 

4- ( (4aS,8aR) -4- (3,4-diethoxyphenyl) -4a, 5, 8, 8a -tetrahydro- 1-oxo- 

3<lH)-phthalazinyl)-l-<methyleulfonyl>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-16-1 CAPLUS 

CN Piperidine, l-acetyl-4- [(4aS,BaR) -4- (3, 4-diethoxyphenyl) -4a, 5, 8.8a- 



L4 ANSWER 17 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
tetrahydro-l-oxo-3(lH) -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-17-3 CAPLUS 

CN l-Piperidinepentanoic acid. 

4- [(4aS.8aR) -4- (3,4-diethoxyphenyl) -4a, 5. 8. 8a- 

tetrahydro-l-oxo-2(lH)-phthalazinyl] -S-oxo- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 



RN 449760-19-4 CAPLUS 

CN 1-Piperidinecarboxamide, 4- ( (4aS,6aR) -4 - (3, 4 -diethoxyphenyl) -4a, 5,8,8a- 
tetrahydro-l-oxo-3 (1H) -phthalazinyl) -N- (l, l- dimethyl ethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




O 



RN 449760-18-3 CAPLUS 
CN Piperidine. 

4- { (4aS,BaR) -4- (3, 4-diethoxyphenyl) -4a, S, 8, 8a -tetrahydro- 1-oxo- 

3 (1H) -phthalazinyl] -1- {4-pyridinylcarbonyl) -, monohydrochloride (9CI) 

(CA 

INDEX NAME) 
Absolute stereochemistry. 



t-BuNH 




RN 449760-30-7 CAPLUS 

CN l-Piperidinecarboxamide, 4- I (4aS.8aR) -4- (3,4-diethoxyphenyl) -4a. 5,8,6a- 
tetrahydro-l-oxo-2 (1H) -phthalazinyl] -N-phenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 449760-21-8 CAPLUS 

CN l-Piperidinecarboxamide. 4- [(4aS.8aR) -4- (3. 4-dimethoxyphenyl) -4a. 5.8, 8a- 
tetrahydro-l-oxo-2 (1H) -phthalazinyl] -N- (1. 1-dimethylethyl) - (9CI) (CA 
INDEX NAME) 

) 

Absolute stereochemistry. 



t-BuNH 




O 



RN 44 9760-22-9 CAPLUS 

CN 1-Piperidinecarboxamide. 4- (<4aR.8aS) -4- (2, 3-dihydro-7-methoxy-2, 2- 

dimethyl-4-benzofuranyl) -4a, 5, 8, Ba-tetrahydro-l-oxo-2 (1H) -phthalazinyl] -N- 
(l, 1-dimethylethyl) -, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry . 
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t-Bul 




O 

RN 449760-23-0 CAPLUS 

CN Piperidine, 4 - [ (4aS. SaR) -4- (3, 4-dimethoxyphenyl) -4a. 5. 8. 8a-tetrahydro-l- 
oxo-2(lH) -phthalazinyl J -1- [(5- (dimethylamino) -l-naphthalenyl] sulConyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE l-A 





RN 449760-27-4 CAPLUS 

CN 1 (2H) -Phthalazinone, 2- (1- [2- (4 -amino- 3 . 5-dichlorophenyl) -2-oxoethyl] -4- 
piperidinyl) -4 - (3. 4-dimethoxyphenyl) -4a. 5. 8, 8a- tetrahydro- , 
monohydrochloride. (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 



RN 449760-28-5 CAPLUS 
CN l(2H) -Phthalazinone, 

4- (3, 4-dimethoxyphenyl) -4a, S, 8, 8a-tetrahydro-2- [1- (1- 

methyl-lH-pyrazolol3,4-d]pyrimidin-4-yl) -4-piperidinyl] - (9CI) (CA INDEX 

NAME) 
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PAGE 1-A 

one 




PAGE 2 -A 

\ 
Me 

RN 449760-29-6 CAPLUS 

CN 1 (2H) -Phtholazinone. 4- (3. 4-dimethoxyphenyl) -4a, 5, 8. 8a-tetrahydro-2- (l- 
thieno [2, 3-d] pyrimidin-4-yl -4-piperidinyl) -, (4aS,BaR)- (9CI) (CA INDEX 
NAME) 

Abaolute stereochemistry. 
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PAGE 1-A 
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RN 449760-30-9 CAPLUS 
CN X(2H) -Phthalazinone, 
• 4- (3, 4-dimethoxyphenyl) -4a, 5. 8 . 8a-tetrahydro-2- [1- (2- 

pyrimidinyl) -4-piperidinyl] -, (4aS,8aR>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-31-0 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3, 4-dimethoxyphenyl) -4a, S. 8, Ba-tetrahydro-2- {l- ( (2- 

oxo - 2H- 1 -benzopyran- 7 -yl) methyl] -4-piperidinyl) -, monohydrochloride. 
(4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 449760-32-1 CAPLUS 
CN K2H) -Phthalazinone, 

4- (3, 4-dimethoxyphenyl) -4a, 5, S , Ba-tetrahydro-2 - (1 - (1 - 

methyl ethyl) -4 -piperidlnyl) -, monohydrochloride (9CI) (CA INDEX NAME) 
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i-Pr 0 



• HC1 

RN . 449760-33-2 CAPLUS 
CN Morpholine. 

4- [ [4- { (4aS, 8aR) -4- (3,4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- 

l-oxo-2(lH) -phthalazinyl] - l-piperidinyl] acetyl] - , monohydrochloride (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



RN 449760-34-3 CAPLUS 
CN 1 <2H) -Phthalazinone, 

4 - (3 , 4 -dimethoxyphenyl ) - 4a , 5 , 8 , 8a - tetrahydro - 2 - { 1 - (2 - 

phenylethyl) -4-piperidinyl] -, monohydrochloride, (4aS,8aR)- (9CI) (CA 
INDEX NAME) 



L4 ANSWER 17 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Aboolute stereochemistry. 




• HCl 



RN 449760-35-4 CAPLUS 
CN Morpholine, 

4 - [ [4- [ (4aS. BaR) -4- (3 . 4-diethoxyphenyl) -4a. 5. 8. 8a-tetrahydro-l- 

oxo-2(lH) -phthalazinyl) -l-piperidinyl] carbonyl] - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-36-5 CAPLUS 
CN 1{2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- (1- (3- 

pyridinylmethyl) -4-piperidinyl] -, di hydrochloride, <4aS,8aR)- (9CI) (CA 



L4 ANSWER 17 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
INDEX NAME) 

Absolute stereochemistry. 




L4 ANSWER 17 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

oxo-2(lH) -phthalazinyl) - l-piperidinyl) acetyl] monohydrochloride (9CD 
(CA INDEX NAME) 

Absolute stereochemistry. 



• 2 HCl 




RN 449760-37-6 CAPLUS 
CN l(2H) -Phthalazinone, 

4- (3,4-dimethoxyphenyl) -4a. 5, 8 . Ba- tetrahydro- 2- [l- (2- 

pyridinylmethyl) -4-piperidinyl]-, dihydrochloride. (4aS,8aR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 449760-39-8 CAPLUS 

CN l-Piperazineethanamine, 

4- { (4- [ (4aS,8aR) -4- (3. 4-diethoxyphenyl) -4a, 5, 8, Ba- 

tetrahydro-l-oxo-2(lH) -phthalazinyl) -l-piperidinyl]acetyl) -N, N-dimethyl- 
trihydrochloride (9CI) (CA 7 

Absolute stereochemistry. 




RN 449760-38-7 CAPLUS 
CN Morpholine, 

4-H4-I (4sS,8aR) - 4- (3, 4-diethoxyphenyl) -4a, 5, 8. Ba- tetrahydro- 1- 




Habte 
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• 3 HC1 



(Continued) 
PAGE 3 -A 



RN 449760-40-1 CAPLUS 

CN l-Piperidineacetemide, 4- { (4aS,8aR) -4- (3 . 4-dimethoxyphenyl) -4a. 5.8, 8a - 

tetrahydro- 1 -oxo- 3 ( 1H) -phthalazinyl } -N- ( 1 -me thy let hyl ) - (9C1) (CA INDEX 



Absolute stereochemistry. 




RN 449760-41-3 CAPLUS 
CN 1 (3H) -Phthalazinone, 

4- (3, 4-dimethoxyphenyl) -4a, 5, B, Ba-tetrahydro-2- [l- [ (4- 

(1,2, 3-thiadiazol-4-yl)phenyl)methyl) -4-piperidinyl) - 
(4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



dihydrochloride , 



L4 ANSWER 17 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN 
Absolute stereochemistry. 



(Continued) 
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#3 HC1 

RN 449760-43-3 CAPLUS 

CN 2,3-Piperazinedione, 1- 1 (4- [ (4aS,8aR) -4- (3 , 4 -dimethoxyphenyl ) -4a, 5, 8 , 
tetrahydro- l-oxo-3 (1H) -phthalazinyl) -1-piperidinyl] carbonyl) -4 -ethyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-43-4 CAPLUS 

CN Benzoic acid, 4- U [4- [ (4aS, 8aR) -4 - (3 , 4-dimethoxyphenyl) -4a, S, 8 , 8a- 

tetrahydro- l-oxo-2 (1H) -phthalazinyl] -l-piperidinyl)acetyl]amino) -, ethyl 
ester, monohydrochloride (9CI) (CA INDEX NAME) 



L4 ANSWER 17 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




m RN 449760-48-9 CAPLUS 

9 HC1 CN 1 (2H) -Phthalazinone, 2- (1- [2- (4-amino-3 , S-dichlorophenyl ) -2-oxoethyl} - 

piperidinyl) -4- (3 . 4-dimethoxyphenyl) -4a, 5, B, 8a -tetrahydro- , (4aS,8aR) - 
449760-44-5 CAPLUS (9CI) (CA INDEX NAME) 

1-Piperidineacetaraide, 4- [(4eS.8aR) -4- (3, 4-dimethoxyphenyl) -4a, 5, 8,8a- 

tetrahydro- l-oxo-3 (1H) -phthalazinyl) - , monohydrochloride (9CI) (CA INDEX Absolute stereochemistry. 
NAME) 



Absolute stereochemistry. 




• HC1 



RN 449760-47-B CAPLUS 
CN Piperidine. 

4- {(4aS,8aR) -4- (3 . 4 -diethoxyphenyl ) -4e , S, 8. Ba-tetrahydro-1 -oxo- 

3(1H) -phthalazinyl) 1- (4-pyridinylcarbonyl) • (9CD (CA INDEX NAME) 

Absolute stereochemistry. 

Habte 




RN 449760-49-0 CAPLUS 
CN 1(3H) -Phthalazinone. 

4- (3, 4-dimethoxyphenyl) -4a, 5, 8,8a -tetrahydro- 3- [1- 1(3- 

oxo- 3H-l-benzopyran- 7 -yl) methyl) -4-piperidinyl) -, (4aS,8aR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 

02/09/2007 
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RN 449760-50-3 CAPLUS 
CN Morpholine, 

4- [ [4- t (4aS,8aR) -4- (3 , 4 -dimethoxyphenyl ) -4a, 5 . 8 . 8a -tetrahydro- 

l-oxo-2(lH) -phthalazinyl] -l-piperidinyl]acetyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-51-4 CAPLUS 
CN l (2K) - Phthalazinone , 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8 , Ba-tetrahydro-2- [l- (2- 

phenylethyl) -4-piperidinyl] (4aS,8aRJ- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-52-5 CAPLUS 
CN 1(2H) -Phthalazinone. 

4- (3, 4 -dimethoxyphenyl) -4a. 5, 8, 8a-tetrahydro-2- {1- (3- 

pyridinylmethyl) -4-piperidinyl] -, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 44 9760-53-6 CAPLUS 
CN 1(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-2- [1- (2- 

pyridinylmethyl) -4-piperidinyl) -, (4aS,8aR)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 17 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 449760-54-7 CAPLUS 
CN Morpholine, 

4- ( [4- {(4aS.BaR) -4- (3,4-diethoxyphenyl) -4a, 5, 8, Sa-tetrahydro-1- 

oxo-2(lH) -phthalazinyl] -1-piperidinyl] acetyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-55-6 CAPLUS 

CN 1-Piperazineethanamine, 

4- ( (4- ( (4aS,8aR) -4- (3,4-diethoxyphenyl) -4a. 5. 8, fia- 

tetrahydro-l-oxo-2 (1H> -phthalazinyl] -1-piperidinyl] acetyl} -N, N - dimethyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 449760-56-9 CAPLUS 
CN l (2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -4a. S, B. Ba-tetrahydro-2- {l- [ [4- 

(l,2.3-thiadiazol-4-yl)phenyl]methyl] -4-piperidinyl] -, (4aS,8aR) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 449760-57-0 CAPLUS 

CN Benzoic acid. 4- 1 1 [4- [ (4aS. 8aR) -4- (3 . 4 -dimethoxyphenyl) -4a. S. 8, 8a- 

tetrahydro-l-oxo-2(lH) -phthalazinyl] -l-piperidinyl] acetyl] amino) -, ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Habte 
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RN 449760-58-1 CAPLUS 

CN 1-Piperidineacetamide, 4- [ (4aS, 8aR) -4- (3, 4-dimethoxyphenyl) -4a, 5, 8, Ba- 
tetrahydro-l-oxo-2UH) -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 380226-97-1P 380237-13-3P 380337-13-4P 
449760-45-6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of piperidinyl benzopyridazine derive, as PDE4 
inhibitors Cor 

treatment of airway disorders) 
RN 380226-97-1 CAPLUS 

CN 1 (2H) -Phthalaainone, 4- (3, 4-dimethoxyphenyl) -4a. 5, 8, 8a- tetrshydro-2- (4- 
piperidinyl) -. monohydrochloride, (4aS,8aR>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 

RN 380237-12-3 CAPLUS 
CN Piperidine, 

l-(chloroacetyl) -4- [(4aS,8aR) -4 - (3 , 4-diethoxyphenyl ) -4a, 5, 8, Ba- 
tetrahydro- l-oxo-2 (1H) -phthalazinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C1CH; 




O 



RN 380237-13-4 CAPLUS 

CN 1 (3H) -Phthalazinone. 4 - (3 , 4 -diethoxyphenyl ) -4a, 5. 8. Sa-tetrahydro-2- (4- 
piperidinyl) monohydrochloride, (4aS,BaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 

RN 449760-45-6 CAPLUS 
CN 1 (2H) -Phthalazinone, 

4 - (3 . 3 -dihydro- 7-methoxy-2 , 2 -dimethyl -4 -benzof uranyl ) - 

4a,5.B,8a-tetrahydro-3-(4-piperidinyl)-, (4aR, 8aS) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT AB The title compds . (I; Arl - substituted Ph. dihydrobenzof uranyl ; R6, R7 . 

H, alkyl; or R6 and R7 together and with inclusion of the two carbon 
atoms, to which they are bonded, form II-V; A - CmH2mYXCnH2n, 
YXCraH2mZCnH2n; X - a bond. O, S, etc.; Y - a bond, phenylene, 
cycloalkylene, etc.; Z - O. S. S02. etc.; m - 0-4; n ■ 1-4; R8 ■ H, 
alkyl ; 

Art - B-hydroxy-lH-quinolin-2-on- S-yl , substituted PhJ , useful as novel 
effective bronchial therapeutics, were prepared The general procedures 
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prepn. of compds. I such as (cis) - VI . fumarate were described. Biol, data 

for compds. I were given. 

380226-56-2P 380226-64-2P 380226-6S-3P 

380226-67-SP 380226-69-7P 380226-71-1P 

380226-72-2P 380226-74-4P 380226-77-7P 

380226-7B-8P 38Q226-80-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic UBe) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of pyr i da zi nones as P2 -adrenorecepcor agonists and PDE4 
inhibitors) 
380226-56-2 CAPUTS 

Piperidine, 1- [4 - I (2- (4 -amino-3 -chloro-5-cyanophenyl) -2- 
hydroxyethyl) amino) -l-oxobutyl] -4-1 (4aS, 8aR) -4- (3,4-dimethoxyphenyl) - 
4a, 5, 8.8a-tetrahydro-l-oxo-2 (1H) -phthalazinyl) (2B) -2-butenedioate 

) 

(salt) (9CI) (CA INDEX NAME) 



L4 ANSWER 18 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN 

~ .,co 2 h 



H0 2 C 



RN 



380226-64-2 CAPLUS 

l(2H) -Phthalazinone. 2- [l- [2- { (2- [ [2- (4 -amino-3 . 5-dichlorophenyl) -2- 
hydroxyethyl ) amino) ethyl ) eulfonyl] ethyl) -4 -piperidinyl J -4- (3, 4- 
dimethoxyphenyl) -4a, 5, 8, Sa-tetrehydro- , (4aS,8aR) -, <2£) -2-butenedioate 
(1:1) (salt) (SCI) (CA INDEX NAME) 



CRN 380226-63-1 

CMP C33 H43 CI 2 N5 06 S 



Absolute stereochemistry. 



CRN 3B0226-5S-1 

CMP C34 H41 CI N6 OS 



Absolute stereochemistry. 





CRN 110-17-8 
CMP C4 H4 04 



Double bond geometry as shown. 



CRN 
CMP 



110-17-8 
C4 H4 04 



Double bond geometry as ohown. 
^C0 2 H 

H0 2 i ' 



RN 



380226-65-3 CAPLUS 

1-Piperidinecarbothioamide, N- [3- [ [2- (4 -amino-3 , 5-dichlorophenyl) -2- 



L4 ANSWER 18 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

hyd roxye thy 1) ami no) propyl) -4- { (4aS,8aR) -4- (3,4-dimethoxyphenyl) -4a. 5, 8,8a- 
tetrahydro-l-oxo-2 (1H) -phthalazinyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 380226-67-5 CAPLUS 

CN Piperidine, 1- { [ (2- (4-amino-3,5-dichlorophenyl> -2- 

hydroxyethyl) amino) acetyl) -4- { (4aS, 8aR) -4- (3. 4 -diethoxyphenyl) -4a, 5. 8,8a 
tetrahydro-l-oxo-2(lH) -phthalazinyl) (2E) -2-butenedioate (1:1) (Bait) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 380226-66-4 

CMP C33 H41 C12 N5 05 

Absolute stereochemistry. 
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CM 2 

CRN 110-17-8 
CMP C4 H4 04 

Double bond geometry as shown. 



^C02H 

H0 2 C 



RN 380226-69-7 CAPLUS 

CN Piperidine, 1- ( (2- U2- (4-amino-3. 5-dichlorophenyl) -2- 

hydroxyethyl) amino) ethyl) su If onyl) -4- [(4aS.8aR) -4- (3,4-dimethoxyphenyl) - 
4a,5,B,8a-tetrahydro-l-oxo-2(lH) -phthalazinyl) -, (2E) -2-butenedioate 

(HI) 

(salt) (9CI) (CA INDEX NAME) 
CM 1 

CRN 380226-68-6 

CMP C31 H39 C12 N5 06 S 

Absolute stereochemistry. 



Habte 
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CM 2 

CRN 110-17-8 
CMP C4 H4 04 

Double bond geometry as shown. 




RN 380226-71-1 CAPLUS 

CN Piperidine. 1- [ (2S) -2- [ [2- (3, 4-diamino-5-chlorophenyl) -2- 

hydroxyethyl] amino) -l-oxopropyl] -4-1 (4aS,8eR) -4- (3,4-dimethoxyphenyl) - 
4a, 5. 8, 8a-tetrahydro-l-oxo-2 (1H) -phthalazinyl) -, (2E) -3-butenedioate 

(1:1) 

(salt) (9CI) (CA INDEX NAME) 
CM 1 

CRN 380326-70-0 

CMP C32 H41 CI N6 05 

Absolute stereochemistry . 
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OH 



CM 3 

CRN 110-17-8 
CMP C4 H4 04 

Double bond geometry as shown. 
RN 380336-72-2 CAPLUS 

CN Piperidine, 4- [ (4aS,8aR) -4- (3,4-dimethoxyphenyl) -4a, 5, 8, Ba-tetrahydro-1- 
oxo-S(lH) -phthalazinyl] -1- 1(3- [ l3-hydroxy-3- (4-hydroxy-3- 
( hydroxymethyl) phenyl] ethyl ] ami no J ethyl } sul Conyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OMe 



RN 380226-74-4 CAPLUS 

CN Piperidine, I- [3 - [ [2- ( (3- (4-amino-3, 5-dichlorophenyl) -3- 

hydroxyethyl] amino] ethyl) thio) -l-oxopropyl] -4- { (4aS, BaR) -4- (3,4- 
dimethoxyphenyl) -4a,5,B,8a-tetrahydro-l-oxo-3UH) -phthalazinyl] -. 
monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




OH 0 



PAGE 2 -A 

• KC1 
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RN 380226-77-7 CAPLUS 

CN Piperidine, 1- (3 - ( (2- [ (2- (4 -amino-3-chloro-5-cyanophenyl) -2- 

hydroxyethyl] amino] ethyl] sulfonyl)- l-oxopropyl] -4- [(4aS.8aR) -4- (3,4- 
dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-l-oxo-2 (1H) -phthalazinyll - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 




OMe 



RN 380226-78-8 CAPLUS 

CN Piperidine, 1- [ (3S> -3- ( [3- (4-amino-3-chloro-5-cyanophenyl) -2- 

hydroxyethyl} amino) -l-oxopropyl) -4- [ <4aS, 8aR) -4 - (3,4-dimethoxyphenyl) - 
4a.5,6,8a-tetrahydro-l-oxo-2(lH) -phthalazinyl] - , monohydrochloride (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




OH O 



Habte 
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• HC1 



(Continued) 
PAGE 3 -A 



(Continued) 



RN 380226 -80-2 CAPLUS 

CN Benzonitrile, 2-araino-3 -chloro-5- (2- { (6- [4 - ( (4aS, 8aR) -4 - (3 , 4 - 

dimethoxyphenyl) -4a, 5. 8, Ba-tetrahydro-l-oxo-2 (1H) -phthalazinyl J -1- 
piperidinyl) hexyl] amino] -1-hydroxyethyl) -, (2E) -2-butenedioate (1:1) 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 380226-79-9 

CMP C36 H47 CI N6 04 

Absolute stereochemistry. 





L4 ANSWER IB OP 22 CAPLUS COPYRIGHT 2007 ACS on STN 
380227-11-2P 380227-12-3P 380227-13-4P 
380227-14-5P 3B0227-15-6P 380227-16-7P 
380227-17-8P 3S0327-1B-9P 380227-19-OP 
380227-20-3P 3B0227-21-4P 

RL: RCT (Reactsnt) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of pyridazinones as P2-adrenoreceptor agonists and PDB4 
inhibitors) 
RN 3 60226-94 -8 CAPLUS 

CN Piperidine. 1- (4-amino-l-oxobutyl) -4- [(4aS,8aR) -4- (3, 4 -dimethoxyphenyl) - 
4a. S, 8»8a-tetrahydro-l-oxo-2UH) -phthalazinyl] -, mono (trif luoroacetate) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 380226-93-7 
CMP C25 H34 N4 04 

Absolute stereochemistry. 




CRN 110-17-8 
CMP C4 H4 04 

Double bond geometry as shown. 
H0 2 



IT 



380226-94-BP 380226-95-9P 3B0226-96-0P 
380226-97-1P 3B0237-08-7P 3B0227-10-1P 



CRN 76-05-1 
CMP C2 H P3 02 



r 

-C-C02H 



RN 380226-95-9 CAPLUS 



L4 ANSWER 18 OP 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN Carbamic acid, [4 - [4- [ (4aS. 8aR) -4- (3 , 4 -dimethoxyphenyl) -4a, 5, 8, 8a- 

tetrahydro- 1 -oxo-2 (1H) -phthalazinyl] -1-piperidinyl] -4-oxobutyl) -, 

l. l- dimethyl ethyl ester (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 380226-96-0 CAPLUS 

CN 1 (2H) -Phthalazinone. 4- (3. 4 -dimethoxyphenyl > -4a, 5, 8, 8a- tetrahydro-2- (4- 
piperidinyl) (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 380226-97-1 CAPLUS 

CN l <2H) -Phthalazinone, 4 - {3, 4 -dimethoxyphenyl) -4a, 5, 6 . 8a- tetrahydro-2- (4 - 
piperidinyl) -. oonohydrochloride, (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 



RN 380227-0B-7 CAPLUS 
CN l(2H) -Phthalazinone, 

4- (3, 4 -dimethoxyphenyl) -2- [1- [2- ( ethyl sulfonyl) ethyl] - 

4 -piperidinyl] -4a, 5, 8, 8a-tetrahydro- , (4aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 380227-10-1 CAPLUS 

CN l-Piperidinecarbothioamide. N- (4-aminobutyl) -4- [ (4aS,8aR) -4- (3, 4- 
dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-l-oxo-2 (1H) -phthalazinyl] -, 
mono (tr if luoroacetate) (9CI) (CA INDEX NAME) 

CM l 

CRN 380327-09-8 
CMF C26 H37 N5 03 S 
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Absolute stereochemistry. 




CRN 76-05-1 
CMF C2 H F3 02 



-C-C0 2 H 



RN 380227-11-2 CAPLUS 

CN Carbamic acid. [4 - [ [ [4 - [ <4aS, 8aR) -4 - (3 , 4 -dimethoxyphenyl) -4a, 5, 8, 8a- 

tetrahydro-l-oxo-2 (1H) -phthalazinyl] - 1 -piper idinyl] thioxomethyl] amino] buty 
1)-, 1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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H H I II H 



Y"<»'Y 




RN 380227-12-3 CAPLUS ' 
CN Piperidine, 

1- (chloroacetyl) -4- [ ( 4 as , BaR) -4- (3, 4-diethoxyphenyl) -4a, 5. 8, Ba- 
tetrahydro-l-oxo-2(lH) -phthalazinyl] - { 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 



Y 



a 




RN 380227-13-4 CAPLUS 

CN l (2H) -Phthalazinone, 4- (3, 4 -diethoxyphenyl) -4a, 5, 8. aa-tetrahydro-2- (4- 
piperidinyl)-, monohydrochloride, (4aS.8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 



RN 380227-14-5 CAPLUS 

CN Piperidine, 4- [(4aS,8aR) -4- (3, 4 -dimethoxyphenyl ) -4a, 5, B, Ba-tetrahydro-1- 
oxo-2<lH> -phthalazinyl] -1- (ethenyloulfonyl) - (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 




O 0 



RN 380227-15-6 CAPLUS 

CN Piperidine, 1 - { (2S) -2-amino- l-oxopropyl] -4 - ( (4aS, BaR) - 4 - (3 , 4 - 

dimethoxyphenyl) -4a, 5, B, 8a-tetrahydro-l-oxo-2 (1H) -phthalazinyl] - (9CD . 
(CA INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 380227-16-7 CAPLUS 

CN Piperidine, 4- {(4aS,BaR) -4- (3, 4 -dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro- 1- 

oxo-2(lH) -phthalazinyl] -l- [ (2S) -2- [ [ t (l, 1-dimethylethyl) amino} carbonyl] ami 
no] -1-OXOpropyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



t-BuNH NH 




O 

RN 380227-17-8 CAPLUS 

CN Piperidine, l- 13 - { (2-aminoethyl) thio] -l-oxopropyl] -4- ( (4aS,6aR) -4- (3.4 
dimethoxyphenyl) -4a. 5, 8. 8a-tetrahydro- l-oxo-2 (ih) -phthalazinyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 360337-18-9 CAPLUS 

CN Carbamic acid, [3- [ [3 - {4 - [ (4aS, 8aR) -4- (3, 4-dimethoxyphenyl ) -4a. 5, 8 , fla- 
tetrahydro-l-oxo-2(lH> -phthalazinyl) -1-piperidinyl] -3- 
oxopropyl] thio) ethyl] -, 1. l-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 380227-19-0 CAPLUS 
CN Piperidine, 

l- 13- t{2-eminoethyl)sul£onyl] - 1 - oxopropyl ) -4- I(4aS,8aR) -4- (3.4- • 

dimethoxyphenyl) -4a, 5, 8 , 8a- tetrahydro-l-oxo-2 (1H) -phthalazinyl] -, 
monohydrochloride (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




O 



PAGE 3 -A 

• HC1 

RN 380327-20-3 CAPLUS 

CN l (2H) -Phthalazinone, 3- {1- (6-aminohexyl) -4-piperidinyl] -4- {3,4- 

dimethoxyphenyl) -4a, 5, 8, 8a-tetrahydro-, monohydrochloride, (4aS, 8aR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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H3N\ 



(CH 2 )fi 



• HC1 




RN 380227-31-4 CAPLUS 

CN lH-lsoindole-l,3(2H)-dione, 2- [6- [4- ( (4aS, BaR) -4- (3 . 4- dimethoxyphenyl ) - 
4a, 5, 8, 8a-tetrahydro-l-oxo-2(lH) -phthalazinyl] -1-piperidinyl] hexyl) - 

(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
facile 



CORPORATE SOURCE: 
del 



CAPLUS COPYRIGHT 2007 ACS on STN 
2001:48306 CAPLUS 
134:266260 

Studies on isocyanides and related compounds; a 

synthesis of 4-phenyl-i- (2H) phthalazinone-3-alkanoic 
acid amides 

Marcaccini, Stefano; Pepino, Roberto; Polo, Cecilia; 
Pozo, Ma Cruz 

CNR, Centro di Studio sulla Chimica e la Struttura 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) 



Composti Eterociclici e loro Applicazioni , 
Dipartimento di Chimica Organica "Ugo Schiff", 
UniverBita di Firenze, Florence, 50121, Italy 
Synthesis (2001), (1), 85- BB 
CODEN : SYNTBF; ISSN: 0039-7B81 

, Georg Thieme Verlag 
Journal 
English ' 

CAS REACT 134:266260 
A convenient synthesiB of 4 -phenyl -1-oxo- (2H) phthalazine-3-alkanoic 
amides 

by the Ugi 4 -component condensation {Ugi 4 -CO is reported. The reaction 
between acetaldehyde azine, 2-benzoylbenzoic acid, and cyclohexyl 
isocyanide spontaneously afforded N-cyclohexyl-3- (1, 3-dihydro-l-oxo-4- 
phenylphthalazin-3-yl)propionamide upon elimination of MeCHO from the 
intermediate Ugi 4-CC adduct. Starting from less reactive azines arising 
frora ketones, the corresponding Ugi 4-CC adduct b did not spontaneously 
cyclize, whereas phenylacetaldehyde azine afforded a mixture of the Ugi 

4-CC 

adduct and cyclized product. In all of the cases, the adducts were 
easily 

cyclized in acidic medium. 
IT 333049-47-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
{preparation of oxophthalazinealkanoic amides) 
RN 333049-47-5 CAPLUS 

CN 4-Piperidinecarboxamide, 1 -acetyl -N -cyclohexyl -4- { l-oxo-4 -phenyl -3 (1H) - 
phthalazinyl)- (9CI) (CA INDEX NAME) 
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Preparation of arylphthalazinones as inhibitora of 

cyclic nucleotide phosphodiesterase. 
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English 



PATENT NO. 
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KIND DATE 



APPLICATION NO. 
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AB Title cotopde. [I; Rl » alkoxy, f luoroalkoxy; R2 - alkoxy, cycloalkoxy, 
cycloalkylmethoxy, f luoroalkoxy; R3, R4 - H, or R3R4 - bond; R5 - R6, 
<CH2)tnR7, (CH2)nCOR8, CH(R9)2, (CH2)pAr ; R6 - H, alkyl, cycloalkyl, 
eye 1 oa Iky 1 methyl, alkenyl, alkynyl. naphthyl. phenylalkenyl , pyridyl. 
pyrazinyl. indanyl, etc.; R7 - OH, halo, cyano, N02, 0N02, C02H, PhO, 
alkoxy, cycloalkoxy, alkylcarbonylamino, etc.; R8 - (substituted) Ph, 
naphthyl, phenanthryl, anthracenyl; R9 - (CH2)qPh; Ar ■ naphthyl, 

pyridyl . 

pyrazinyl, pyridazinyl. pyriraidinyl. quinazolinyl. cinnolinyl, 
isoquinolinyl, imidazolyl, pyrazolyl. oxazolyl, thiazolyl. furyl, 
thienyl, 

pyrrolyl, (substituted) Ph, etc.; m - 1-8; n - 1-4; p - 1-6; q - 0-2), 
were prepared Thus, cis-4- (3,4-dimethoxyphenyl) -2-propyl-4a, 5, 6,7. a, Ba- 
hexahydro-2H-phthalazin-l-one (preparation outlined) inhibited PDS 4 
with -log 

IC50 >7.S. 

IT 210466-87-8P 

RL: BAC (Biological activity or effector, except adverse) s BSU 

(Biological 

study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of arylphthalazinones as inhibitors of cyclic nucleotide 
phosphodiesterase) 
RN 210466 -87-6 CAPLUS 
CN l (2H) -Phthalazinone. 

4 - ( 3 . 4 -dimethoxyphenyl )-4a.5,6,7,8, 8a -hexahydro-2 - ( l - 

methyl- 4- piper idinyl) -, (4aR. BaS) -rel (2E) -2-butenedioate (l:l) (9CD 
(CA INDEX NAME) 




CRN 110-17-8 
CMP C4 H4 04 



Double bond geometry as shown. 
^C0 2 H 



H02< 

REFERENCE COUNT: 
FORMAT 
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ALL CITATIONS AVAILABLE IN THE RE 



CRN 210466-86-7 
CMP C22 H31 N3 03 



Relative stereochemistry. 
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1961:76261 CAPLUS 
55:76261 
S5:l«491a-e 

Pyridazine derivatives 

Ssndoz Ltd. 

Patent 

Unavailable 

1 



KIND 



DATE 



APPLICATION NO. 



DATE 



GB S5B792 19610118 GB 1959-3664 19590202 

AB Pyridoxins den vs. showing slight toxicity and good analgetic action were 
prepared 1 -Methyl- 4 -piperidylhydrazine (I) (55.6 g.) and 50 g. 
AcCH2CHMeC02H refluxed 19 hrs . in ale. the ale. removed, the residue 
dissolved in CHC13 , extracted with 2N HC1, made alkaline, extracted with 

CHC13, and 

concentrated gave 

4,6-dimethyl-2-(l-methyl-4-piperidyl) -4,5-dihydro-3 (2H) - 

pyridazinone, m. 107-11° . This compound (10 g.) in 100 cc. AcOH 
treated dropwise with 7.66 g. Br, the solvent removed at 100*, the 
residue extracted from alkaline solution with CHC13. and chromatographed 

on A1203 

gave 4, 6-dimethyl-2- (l -methyl -4 -piperidyl) -3 (2H) -pyridazinone, m. 

87-9' i HBr salt m. 250-2°. Similarly, I and the appropriate 

y-oxobutyric acids gave the following 2- (l-raethyl-4 -piperidyl) -3 (2H) - 

pyridazinones (substituents, m.p., and m.p. of 4,5-dihydro analog given): 

6-Ph, 122-5° (HBr salt m. 310°), 153-5*; 4,6-Ph2, 

142-3", 138-60°; 4,6-Me2, - (HC1 salt m. 252-4"), 

92-4" (HC1 salt m. 246-50°); 4,6-MePh, 284", 

124"; 6- (p-MeOC6H4) , - (tartrate m. 199-200°), 

107-8°; 6- (bromo-p-thienyl) . - (HCl salt ra. 286°), 

103-5° [for 6- (0-thienyl) derivative!; 4,5.6-Et2Ph, - (HCl salt m. 

268-70°; HBr salt ra. 262-4°), -; 4,6-PhMe. 140° (HCl 

salt m. 228°), -; and 6,4-Ph(CN), 223° (HCl salt m. 

280°), 183-5°. I (S5.73 g.) in 200 cc. ale. added dropwise 

at 15° to 37.15 g. Ac20 (II) in 200 cc. C6H6, the mixture kept 

overnight, and refluxed 15 min., the solvent removed, and the residue 

distilled in vacuo gave 2,3-butanedione 
mono ( 1 -methyl - 4 -piperidylhydrazone) 

(III). b0.2 125-30°. NCCH2C02Et (11.3 g.), 16.4 g. Ill, 8.0 g. 

AcOH, and 5.13 g. NH40Ac refluxed 17 hrs. in 100 cc. C6H6 with 
separation of 

H20, concentrated at 50° in vacuo, the oil diluted with CHC13, shaken 

with 

2N NaOH, concentrated, and chromatographed on A1203 gave 
4-cyano-5, 6 -dimethyl -2- 

(1-methyl -4 -piperidyl) -3 (2H) -pyridazinone. m. 103-5° (Et20) ; HCl 
salt m. 263-6°; HBr salt m. 238-9°. Similarly; 

1.2- cyclohexanedione and I gave 1, 2-cyclohexanedione mono (l -methyl -4 - 
piperidylhydrazone). b0.07 112-20°, and 4-cyano-5.6- 

cyclotetramethylene-2- (l-methyl-4 -piperidyl) -3 (2H) -pyridazinone (HCl salt 
m. 247-50"). l-lsopropyl-4-piperidylhydrazine and II gave 

2.3- butanedione mono ( 1 -isopropyl - 4 -piperidylhydrazone) , m. 84-7°, 



ANSWER 21 OF 22 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

and 4-cyano-5,6-dimethyl-2- (i-isopropyl -4 -piperidyl) -3 (2H) -pyridazinone 

(hydrochloride m. 276-8°) . 

101268-89-7P, 3 (2H) -Pyridazinone, 4. 5-dihydro-2- (1-roethyl -4- 

piperidyl) -6-phenyl- 101599-83 - IP, 3 (2H) -Pyridazinone. 

4 , 5-dihydro-4 -methyl -2 - (1-methyl - 4 -piperidyl ) -6-phenyl - 

101599-90-OP, 3 (2H) -Pyridazinone. 4 , 5-dihydro-6 - (p-raethoxyphenyl ) - 

2- (1-methyl- 4 -piperidyl) - 102556-72- 9P, 3 (2H) -Pyridazinone, 

4,5-dihydro- 2- (l -methyl -4-piperidyl) -4, 6-diphenyl- B60411-9S-6P. 

4-Pyridazinecarbonitrile, 2,3.4,5-tetrahydro-2- ( 1 -methyl -4 -piperidyl ) -3 - 

oxo- 6 -phenyl - 

RL: PREP (Preparation) 

(preparation of) 
101268-89-7 CAPLUS 

3 (2H) -Pyridazinone. 4,S-dihydro-2- (1-methyl -4 -piperidyl) -6-phenyl- (6CI) 
(CA INDEX NAME) 



RN 101599-83-1 CAPLUS 
CN 3 (2H) -Pyridazinone, 

4,5-dihydro-4-niethyl-2- ( 1-methyl -4 -piperidyl) -6 -phenyl - 
(6CI) (CA INDEX NAME) 



RN 101599-90-0 CAPLUS 

CN 3 (2H) -Pyridazinone, 4. 5-dihydro-6- (p-methoxyphenyl ) -2- ( 1-methyl -4- 
piperidyl)- (6CI) (CA index name) 



RN 1025S6-72-9 CAPLUS 

CN 3 (2H) -Pyridazinone. 4 , 5-dihydro-2- (1-methyl -4 -piperidyl) -4.6 -diphenyl- 
(6CI) (CA INDEX NAME) 
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RN 860411-95-6 CAPLUS 

CN 4-Pyridazinecarbonitrile. 2, 3, 4 , 5-tetrahydro-2- (l -methyl -4 -piperidyl) -3- 
OXo-6-phenyl- (6CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1960:118213 CAPLUS 
54:118213 
54:22593b-i 

Synthetic drugs, v. Preparation of basically 
substituted 6 -pyridazinones 
Jucker, E.j Suess, R. 
Sandoz, Basel, Switz. 

Helvetica Chimica Acta (1959), 42, 2506-14 
CODEN: HCACAV; ISSN: 0018-019X 
Journal 
German 

cf. preceding abstract Basically substituted pyridazinones were 
prepared by 

known methods. The already known 2-benzoylcyclohexane-l-carboxylic acid 
of m.p. 139-40° (Fieser and Novello, CA 36, 31715) was assigned the 
cis configuration; the epimeric trans derivative also was prepared Some 
of the 

prepared compds. showed analgesic properties. To a cooled solution of 
KCN in 

water p-benzoylacryl ic acid was added with stirring. The precipitated K 
salt was filtered off, dissolved in water and treated with 2N HCl to give 
62% a-cyano-P-benzoylpropionic acid, separated as an oil. ra. 
101-3° (Et20) . trans-2-Benzoylcyclohexane-l-carboxylic acid (I) 
was prepared in 924 yield, m. isi-2* (Et20) as described by F. and N. 
doc. cit.) for the cis epimer (II). I also was obtained from II by 
heating a solution in 2N NaOH for 16 hrs. at 100°. II was refluxed 
with N-methyl- 4 -piperidylhydrazine in EtOH for 24 hrs. to precipitate 74% 
cis -1 - (1 -me thyl-4 -piperidyl) -3 -phenyl -4,5- tetramethylene-4, 5 -dihydro-6- 
pyridazinone (III), m. 146° (EtOH); the trans epimer (IV) was 
prepared in an analogous way in 78% yield, m. 155° (EtOH) . To a 
solution of IV in AcOH a solution of Br in AcOH was added dropwise. The 
mixture 

was heated 2 hrs. to 120°, AcOH removed by distillation and the residue 
recrystd. from H20 and EtOH to give 62% 
1- (1-methyl -4 -piperidyl) -3 -phenyl - 

4, 5-tetramethylene-6-pyridazinone-HBr (V), m. 220-2°; the free base 

ra. 179-80° (acetone). V waB obtained from III in 69% yield. The 

following 1- (1-methyl- 4piperidyl) -6 -pyridazinone derive, were prepared in 

this way: 3 -methyl, m. 87-9° (after sublimation at 80° in 

high vacuo); 3-phenyl, in. 122-5° (acetone) (HBr salt decomposing 

310° (K20)]; 3,5-dimethyl (HCl salt), ». 252-4° (EtOH); 

3 -methyl -5 -phenyl, m. 140° (Et20-petr. ether); 3 -phenyl -5 -methyl 

(HCl salt hydrate), m. 284° (EtOH); 3 -phenyl -5-cyano, m. 

223° (EtOH) [HCl aalt decomposing 280° (H20) ) ; 3,5-diphenyl. ra. 

243° (acetone); 3 -phenyl- 4. S- diethyl (HCl salt hemihydrate) . m. 

268-70° (EtOH)}. The monohydrazone from biacetyl and 

N-raethyl -4 -piperidylhydrazine. Bt cyanoacetate, AcOH, and NH40Ac were 

refluxed 15 hrs. in benzene while water was removed continuously. The 

benzene was distilled and the residue taken up in CHC13. The solution 

was 

cooled and shaken with 20% KOH. 1B% Hd, and 2N HCl , resp.. made 
alkaline with 

16% KOH and again extracted with CHC13. 
residue 

was taken up in Bt20. petr. ether added, and the solution filtered 
through an 

Al203-column. The filtrate was treated with a 30% HBr -AcOH solution to 

give 

46.0 g. 1- (l-oethyl -4-piperidyl) -3. 4 -dimethyl - 5 - cyano- 6 -pyridazinone -HBr 



After removing the CHC13. the 



Habte 
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from 65. 6 9. of the monohydrazone, decompg. 238-40° (MeOH-Et20) ; 
free base m. 103-5" (Et20) . The following compds. were prepd. in 
thia way: 1- (l-methyl-4 -piperidyl) -3. 4 - tetramethylene-B-cyano-e- 
pyridazinone-HCl . decompg. 247-50" (Et0H-Et20) ; 

1- (l-iaopropyl -* -piperidyl) 3, 4 -dimethyl -S-cyano-6-pyridazinone-HCl . 
decompg. 276-8° (EtOH-Et20) , and 1- (l-methyl-2- 
d i met hy lami noet hy 1 ) 3 , 4 - di me t hy 1 - 5 - cyano - 6 - pyr i da z inone - HBr , m. 
209-11" (EtOH) . 

IT 879006-23-2P, 1 (2H) - Phthalazinone, 4a, 5 , 6 , 7 , 8 , 8a-hexahydro-2 - ( 1 - 
methyl -4 -piperidyl) -4 -phenyl-, trane- B79006-25-4P, 

1 (2H) -Phthalazinone, 4a, 5, 6, 7, 8, 8a-hexahydro-2- ( l-methyl-4 -piperidyl ) 
phenyl-, cis- 
RL: PREP (Preparation) 
(preparation of) 
RN 879006-23-2 CAPLUS 

CN 1(2H> -Phthalazinone, 4a, 5, 6, 7, 8, 8a-hexahydro-2- (l-methyl-4 -piperidyl) 
phenyl-, trana- (6CI) (CA INDEX NAME) 

Relative stereochemistry . 




Ph 



RN 879006-25-4 CAPLUS 

CN l(2H> -Phthalazinone, 4a, 5, 6, 7, 8 , Ba-hexahydro-2- (l-methyl-4 -piperidyl) 
phenyl-, cie- (6CI) (CA INDEX NAME) 

Relative stereochemistry. 




Ph 



Habte 



